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Introduction

The purpose of this award is to evaluate the:

1)

2)
3)

Safety and toxicity of neo-adjuvant thalidomide therapy prior to radical
prostatectomy in patients with locally advanced prostate carcinoma (PCa),
assessed by wound healing and peri-operative bleeding. Up to 40 patients will be
treated in this study.

Efficacy of neo-adjuvant thalidomide treatment, as measured by the rate of
tumor reduction / PSA decline while on thalidomide therapy;

Qualitative measurements of the in vivo effect of thalidomide therapy on the
a) Endothelial compartment: (MVD, endothelial cell apoptosis, tissue and
circulating (serum/urine) levels of pro-angiogenic molecules (VEGF,
Transforming growth factorbl {TGFb1}, bFGF) and IL-6, IL-8.

b) Epithelial compartment: Apoptosis / proliferation in PCa cells, and correlate
with pathological findings at the time of prostatectomy.

Our hypothesis is that neo-adjuvant treatment with thalidomide will inhibit neo-
angiogenesis in the primary organ (prostate) as well as at sites of possible
micrometastases and may reduce PCa recurrence post-operatively.

This design of neo-adjuvant angiogenesis inhibition is a useful strategy of identifying
intermediate markers of activity, which may accelerate drug development.




Body

The Clinical Development of Thalidomide as an Angiogenesis Inhibitor Therapy for
Prostate Cancer .

Task 1. Assess the safety and toxicity of neo-adjuvant thalidomide treatment in patients
with locally advanced PCa who undergo RRP (months 1-20).

e Up to 40 patients with clinical stage T1c-T2c, Gleason score > 7 and PSA>10 or
clinical stage T3 will be treated with 6 weeks of thalidomide (escalating weekly from
200 mg/day up to 600 mg/day). If there is no evidence of disease progression at 6
weeks (by PSA and TRUS criteria), patients will be treated with 6 more weeks of
thalidomide (600 mg/day) and then will proceed to RRP. Safety will be assessed
using the endpoints of: a) excessive peri-operative bleeding (more than 5 units of
PRBC transfusions during the first 24 hours post-operatively) or b) abnormal wound
healing (fascia dehiscence). Based on historical rates of 8% for excessive bleeding
and 2% fascia dehiscence at RRP a maximum adverse event rate of .10 is desired.

Accomplishements
This clinical trial has been approved by the U.T.-MDACC IRB.

During the 2001-2202 year the trial was reviewed twice by the HSRRB and we amended
the protocol according to the HSRRB’s recommendations.

We recently were also able to solve one of the major remaining issues, the re-
imbursement for potential research-related injuries. Given that there were no moneys
dedicated for this in this award and the fact that MDACC does not provide compensation
for research-related injuries, we worked with Celgene and came to an agreement that
Celgene will provide re-imbursement for injuries related to the investigation in this study
(the use of thalidomide).

We have obtained MDACC- IRB approval of this amendement and we are now ready and
eager to proceed with the study after obtaining final HSRRB approval.

Task 2. To assess the efficacy of neo-adjuvant treatment with thalidomide in patients
with locally advanced PCa who undergo RRP (months 1-24).

e This is a phase II trial of neo-adjuvant thalidomide prior to RRP in patients with
newly diagnosed locally advanced PCa. The design of Thall, Simon and Estey (14-
15) will be used. For the purpose of sample size determination and safety monitoring,
patient success, S, is defined as stable disease (no increase in tumor mass) at 6
weeks, followed by > 25% tumor shrinkage, compared to baseline mass or >




50% decline in serum PSA (with no tumor progression) at 12 weeks. At 12
weeks, once S is evaluated, all patients will undergo RRP. The adverse event, A,
pertains to surgery, and is defined as either excessive bleeding or fascia dehiscence
(see task 1). A success probability of .20 or larger will be considered clinically
promising, and a maximum adverse event rate of .10 is desired.

Accomplishements

Pending. The safety and efficacy of the thalidomide treatment will be assessed this year
as soon as we proceed with the study.

Task 3. Obtain qualitative measurements of the in vivo effect of therapy (months 1-
36).

TRUS prostate tumor measurement and prostate biopsies will be obtained pre- treatment,
at 6 weeks (biopsy optional at that time) and at the time of the surgery. Serum and urine
samples will be obtained weekly x 3 weeks (during escalation phase of thalidomide), then
at 6, 12 weeks, pre- and post-operatively. Serum PSA will be measured pre-therapy, at 6
and 12 weeks on therapy, 3 weeks post-RRP and every 3 months thereafter. Bone
marrow (BM) aspirate and biopsy will be obtained pre- and post-treatment (optional)
with thalidomide and the effect of the therapy on bone marrow endothelial cells will also
be assessed. We will look at the effects of therapy on:

¢ Endothelial compartment:

- Prostate (cancer and normal gland) MVD will be assessed immunohistochemicaly by
staining with anti-CD31 antibody (16). Correlate with Gleason score and compare
matched pre- and post-treatment samples.

- Endothelial cell (EC) apoptosis in normal prostate, prostate cancer, bone marrow
biopsy (by Dual fluorescent labeling technique in CD-31 positive cells [TUNEL])

- Expression of bFGF, VEGF by PCa epithelium and prostatic stroma (by
immunohistochemistry and / or in-situ hybridization (5,6,17 ).

- Modulation of circulating endothelial markers (18-21) (serum: E-selectin and
Thrombomodulin) by ELISA.

- Modulation of serum: VEGF, TGFbl, IL-6 / II-8, urine: bFGF levels and BM
supernatant: VEGF,

IL-6/IL-8 levels will be measured by ELISA (6,17, 22-24).

e Epithelial compartment:

- Tumor size (by TRUS)




PSA modulation on thalidomide therapy and freedom from biochemical relapse after
surgery.

Apoptosis in prostate cancer cells (by TUNEL)

Proliferation index of PCa cells (by PCNA or Ki67)

and we will determine whether expression of tissue or circulating pro-angiogenic
molecules and cytokines correlate with: a) pathological findings at surgery (Gleason
score, MVD changes, pathologically organ confined prostate cancer, rate of positive
surgical margins and / or lymph node metastases) and could serve as surrogate markers
for antiangiogenic activity in prostate cancer.

Accomplishements

Pending evaluation of the pathology specimens of patients treated on study.




Key Research Accomplishements

e Approval of the study by the MDACC-IRB

e Review of the study by the HSSRB, revisions made according to HSSRB
recommendations and approved by MDACC

e Secure re-imbursement by private sponsor for potential research-related injuries.

Unfortunately solving the re-imbursement issue proved to be the most time-
consuming issue since there were no funds allowed in the award to cover for
potential research-related injuries. We feel very confident that with these issues
solved now, we can proceed with rapid patient accrual (we do see a lot of patients
with newly diagnosed locally advanced prostate carcinoma in our center) and
complete the study within the next 2 years.




Reportable Outcomes

Too early.




Conclusions

It proved really more time-consuming than anticipated to secure financial coverage for
potential research-related injuries, but we also learned from this process.

We used this time to perfect our techniques in non-protocol patient specimens for
evaluation of the pathological endpoints.

Since we had not solved all the issues we did not use any of the award money that we

received. The money is kept available for the studies as we proceed with initiation of the
study.
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Appendicies
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Abstract

Objectives: (MAXiMuM 2000 CHARACTERS)

1.

To determine the efficacy (rate of tumor reduction and PSA decline) of pre-
operative treatment with thalidomide in patients with locally advanced prostate
carcinoma.

To determine the safety and toxicity (excessive bleeding, wound healing
problems) of preoperative therapy with thalidomide in patients with locally
advanced prostate carcinoma who undergo RRP

To obtain qualitative measurements of thalidomide’s effect in vivo on:

a) endothelial cells / neo-vascularity /angiogenic growth factors:
- Assessment of neovascularity (MVD)
- Dual flourescent labeling technique to evaluate apoptosis in CD-31
positive cells (TUNEL)
- bFGF, VEGF, EGF and TGF expression by PCa epithelium and
prostatic stroma

- Modulation of endothelial markers (serum: E-selectin and Thrombomodulin)

- Modulation of serum VEGF and urine bFGF levels, and Changes in
tumor blood flow
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b) epithelial compartment:
- Apoptosis in prostate cancer cells (TUNEL)
- Proliferation (PCNA)

c) quality of life

Rationale: (MAXIMUM 2000 CHARACTERS) (Be as concise as possible)

Clinically locally-advanced prostate cancer has a disease specific death rate of 75%.
Both external beam radiation therapy (EBRT) and radical prostatectomy have been
used to treat clinical stage T3 prostate cancer; either alone or in combination, these
modalities have significant limitations in their ability to eradicate locally advanced
prostate cancer. New vessel formation is essential to cancer progression including
prostate cancer. Weidner et al. (1993) showed a correlation between microvessel count
and metastatic prostate cancer. This study appears to support the theory that the
degree of angiogenesis is an important predictor of disease progression.

Treatment with an angiogenesis inhibitor may reduce the extension of the tumor outside
the capsule of the prostate and potentially eradicate small volumes of extra-prostatic
disease.

Thalidomide is a sedative hypnotic agent that has been shown to alter adhesion
molecule expression, suppress tumor necrosis factor-k (TNF increase IL-10 production,
downregulate IL-6, and inhibit basic fibroblast growth factor (bFGF)- and vascular
endothelial growth factor (VEGF)- induced angiogenesis in the rabbit cornea
micropocket assay as well as in a murine model of corneal vascu-larization. VEGF or
bFGF are two strong angiogenic growth factors implicated in prostate cancer
progression in vivo.

Thalidomide has shown some evidence of clinical activity in patients with metastatic
androgen independent prostate cancer. Approximately 30% of 45 treated patients with
overt metastatic Androgen Independent PCa had some ‘“clinical benefit” without
significant side effects [among them one individual had improvement in bony lesions
(documented on bone scan over an 8 month period) that resulted in clinical
improvement and another patient had a PSA decline of >50% that corresponded with
symptomatic improvement and less pain medications. In addition, several individuals
have had minor reductions of soft tissue masses as documented by CT scan] (NCI
study, Figg et al, personal communication).

It is postulated that the efficacy of anti-angiogenic agents, such as thalidomide, will be
seen in both the primary organ as well as the metastatic sites. However, angiogenesis
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is site-specific and the effects of different agents may be variable in different tissues —
organs.

The safety of treatment with thalidomide at the doses proposed has been established in
a pilot study conducted by our department in patients with advanced metastatic renal
cell carcinoma.

The safety of pre-operative treatment with a different angiogenesis inhibitor (fumagillin
analog) has been established in our previous trial (DM96-140), although the results may
not be necessarily comparable due to a different mechanism of action and much longer
half-life of thalidomide compared to the fumagillin analog.

This pre-operative trial will assess: a) the safety of treatment with thalidomide before
radical prostatectomy, b) screen for evidence of biologic activity (rate of PSA decline
and tumor reduction with thalidomide), and c) obtain preliminary information concerning
the effect of the treatment on tissue and serum markers of known angiogenic factors as
well as the effect of the treatment on the epithelial compartment (apoptosis/proliferation
markers) that will help us design future combination therapies.

Eligibility: (List Major Criteria)

Inclusion:

1. Prostatic adenocarcinoma without evidence of regional or distant metastases,
clinical stage T1c-T2c with Gleason score > 7 on initial biopsy or clinical stage
T3. (chemohormonal vs hormonal protocol remains first priority for patients with
T1c-T2 disease).

2. Negative bone scan and CT abd/pelvis.

3. Life expectancy of at least 10 years.

4, Surgical candidate for radical prostatectomy and ECOG performance status of
<2.

5. Patients must have not other concurrent malignancies (within the past 5 years,

with the exception of non-melanoma skin cancer or treated superficial transitional
cell carcinoma of the bladder).

6. Peripheral granulocyte count > 1,500/mm3, platelet count of > 100,000/mm3 and
Hb> 10.0 gm/dl, adequate hepatic function with a bilirubin < 1.5 mg % and SGPT
< 2.5x the upper limits of normal, and adequate renal function defined as serum
creatinine < 1.5 mg% or creatinine clearance > 40 ml/min.

7. Patients with biochemical hypothyroidism will have their thyroid hormone
replaced concurrent with starting the study. Patients with clinical hypothyroidism
should have their thyroid replaced prior to starting this study.
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8. Informed consent indicating that patients are aware of the investigational nature
of the study, in keeping with the policies of the institution. The only approved
consent form is appended to this protocol.

9. Patients must be willing and able to travel to UT-MDACC for re-evaluation as
necessary per protocol.

10. Patients should be counseled about the possibility that thalidomide may be
present in the semen and must use a latex condom every time they have sexual
intercourse with a woman during therapy and for 4 weeks after discontinuing
thalidomide, even if they had a successful vasectomy.

Exclusion:

1. Patients who have received any prior hormonal-, immuno-, radiation or chemo-
therapy for prostate carcinoma are excluded from the trial. Prior herbal and/or
homeopathic medication is allowed if discontinued at least 2 weeks prior to study
entry. PC-SPES is considered hormonal therapy.

2. Patients with history of substantial non-iatrogenic bleeding diathesis and patients
with macroscopic hematuria or active Gl bleeding are not eligible.

3. Patients with uncontrolled cardiac, respiratory, hepatic, renal, neurologic or
psychiatric disorder are excluded from the trial.

4. Patients with NCI grade 2 or greater peripheral neuropathy of any cause
(clinically detectable), or receiving anti-convulsive medications are not eligible for
this trial.

5. Patients who are receiving sedative/hypnotic agents which cannot be
discontinued (if necessary) are not eligible for this study.

6. Patients positive for HIV are excluded from this trial.

Is there an age limit? OYes ®No

Why? Please explain.

Treatment/Study Plan:

Patients will be treated as outpatients with thalidomide orally on a daily basis. The
starting dose will be 200 mg/day (in the evening), and can be escalated by 200 mg/day
every week to a maximum of 600 mg/day. One treatment cycle will be 42 days. The
treatment cycle will be repeated in “responding” patients for a maximum of 3 months
and then patients will proceed to radical prostatectomy. Patients will be considered as
“responding” if they show stable intraprostatic lesion by bidimentional measurements
(TRUS) after the first 6 weeks of thalidomide without PSA progression and if they
experience more than 25% reduction in bidimentional measurements of the
intraprostatic lesion(s) and/ or stable or lower PSA after 12 weeks of treatment. Follow-
up evaluation by digital rectal exam and TRUS will be performed at 6 and 12 weeks of
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treatment. CT scan (tumor perfusion protocol) of the prostate will be performed before
and after thalidomide treatment. Biopsy of the prostate tumor will be obtained (optional)
at 6 weeks of the therapy. Radical prostatectomy will be performed upon completion of
the thalidomide treatment (+/- 3 days) provided the patient is not suffering any toxicity
that necessitates delaying the surgery.

Disease Group: Locally Advanced Prostate Cancer
Treatment Agent: Thalidomide

Statistical Considerations:

This is a phase Il trial of neo-adjuvant thalidomide prior to radical retropubic
prostatectomy (RRP) in patients with newly diagnosed locally advanced prostate
cancer. The design of Thall, Simon and Estey (199, 1998) will be used. For the
purpose of sample size determination and safety monitoring, patient success, S, is
defined as stable disease (no increase in tumor mass) at 6 weeks, followed by > 25%
tumor shrinkage, compared to baseline mass or > 50% decline in serum PSA (with no
tumor progression) at 12 weeks. At 12 weeks, once S is evaluated, all patients will
undergo RRP. The adverse event, A, pertains to surgery, and is defined as either
excessive bleeding (> 5 units of blood required during the first 24 hours post surgery) or
fascia dehiscence. A success probability of .20 or larger will be considered clinically
promising, and a maximum adverse event rate of .10 is desired. Formally, denote the
success probability by ps, the adverse event rate by pa, and assume the historical
probabilities of the four possible combinations (No S, No A), (No S, A), (S, No A), (S, A)
follow a Dirichlet prior with parameters (720,80,180,20), which implies historical (H)
mean rates for ps(H) and pa (H) of 10% and 20% as noted above, with independence of
the two events S and A. For the probabilities under the experimental regimen (E)
studied in this trial, we assume a Dirichlet prior with the same mean but parameters that
sum to 4. The two safety monitoring criterion will be to stop the trial if either Pr[ps (H)<
ps(E) | data] < .01 or Pr] pa (H)< pa(E) | data] > .95. A maximum of n=40 patients will be
treated which, if 8/40 (20%) successes are observed, will yield a 90% posterior
credibility interval running from .11 to .31. Applying these monitoring criteria after each
cohort of 4 patients has been treated and evaluated, the trial will be terminated if the
observed [#successes]/[# patients evaluated] < 0/16, 0/20, 0/24, 1/28, 1/32, or 2/36, or if
the observed [#adverse events)/[# patients evaluated] >3/4, 4/8, 4/12, 5/16, 5/20, 6/24,
7/28, 7/32, or 8/36. The operating characteristics of this design are as follows:
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True ps pa Early Stopping Probability Sample Size Quartiles
20 .10 A1 40 40 40
20 .20 59 16 32 40
20 .30 93 12 12 20
05 .10 .79 16 28 36

References:

Thall, PF, Simon, R and Estey, EH: Bayesian sequential monitoring designs for single-arm clinical trials
with multiple outcomes. Statistics in Medicine 14, 357-379, 1995.

Thall, PF and Sung, HG: Some extensions and applications of a Bayesian strategy for monitoring multiple
outcomes in clinical trials. Statistics in Medicine 17, 1563-1580, 1998.

Data Monitoring Committee

Does this protocol require monitoring by a Data Monitoring Committee? OYes ®No
Which DMC has oversight?

Describe the Schedule for Interim and Final analysis:

Patient/Participant Evaluation: (MAXimum 4000 CHARACTERS) (Pretreatment and
Interim Testing)

Q 1 Week
On Pre- Post
Pre-Study | Escalation | At 6 Weeks | Prostatectomy | Prostatectomey
History, Physical, PS X X X X as indicated
1,3,6 mos and
Quality of Life X X X q 6 mos x 5 yrs
Toxicity X X X X 3 mos
3,6 mos and
DRE X X X q 6 mos x5yrs
Step sect X X X as indicated
TRUS/Doppler
Staging biopsies X X+ *
1, 3, 6 mos and
PSA X X X q 6 mos x 5 yrs
PAP X - as indicated
CBC, diff, Plat X ° X X as indicated
Chemical Survey” X ° X X as indicated
TSH, T4, T3 X X
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Serum transferase level X X X
PT/PTT X X X as indicated
HIV test” X
Urine X X X 3 mos
analysis/creatinine
Electrocardiogram X
Bone Marrow Asp/Bx X X+
Chest X-ray X
Bone Scan X X°
CT abdomen/pelvis X X as indicated
Tumor neovascularity X X X X (at surgery)
Tissue Angiogenic X X X X (at surgery)
Factors
Tissue Apoptosis X X X X (at surgery)
Markers
Serum E-Selectin X - X X X xX**
Serum Thrombomodulin X X X X X**
Serum IL-6 X X X X X**
Serum VEGf X X X X X**
Urine (bFGF/Creatinine) X X X X X**
Entry info into PDMS X X X X
a If indicated
b BUN, creatinine, glucose, alk. phosphatase, total bilirubin, calcium, total protein, albumin,

phosphorus, uric acid, SGPT, SGOT, Na, K, lactic dehydrogenase, chloride, bicarbonate, Mg
c HIV test results are acceptable if obtained within 6 months prior to study enroliment
d Yearly starting when elevated PSA is detected, or earlier if clinically indicated.

TRUS guided biopsy of vesico-urethral anastomosis if PSA > 0.3
** On the fourth post-operative day (+/- 2 days)

+ Optional

++ Can be performed by the patient’s treating urologist at home

Any studies necessary to completely evaluate malignant and concurrent non-malignant diseases and
drug toxicity must be obtained and recorded at baseline and before each course as appropriate.

Biosafety:

Does this study involve the use of Recombinant DNA Technology? OYes ®No
If Yes, contact the IBC coordinator for information at 713-745-1697.

Does this study include any products manufactured or produced at MD OYes ®No
Anderson Cancer Center?

Does this protocol include a PK study with a new radiolabeled compound? OYes ®No
If Yes, contact the chair of the Radioactive Drug Research Committee at
713-794-1052.
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Where Will Study Be Conducted:
® A) Only at MDACC
O B) MDACC + Community Programs (CCOP/Network)
O C) Independent Multicenter Arrangements
Estimated Accrual:
It is estimated that accrual will be 3-4 participants per month.
Total Accrual at M.D. Anderson Cancer Center 40

Total accrual will be: 40

Basis of Study:

This protocol is performed on O an Inpatient Basis
O Outpatient Basis
@Both Inpatient AND Outpatient Basis

Length of Stay: (MAXIMUM 250 CHARACTERS) (What is the length & frequency of
hospitalization)

Four days (routine for prostatectomy)

Return Visits: (MAXIMUM 250 CHARACTERS) (How often must participants come to
MDACC)

Every week for the first 3 weeks of the treatment and at 6 weeks into the treatment,
and 3 months post-prostatectomy.

Home Care: (MAXIMUM 250 CHARACTERS) (Specify what (if any) treatment may be
given at home)

None
Name of Research Nurse/Data Manager Responsible for Protocol:

Pauline Dieringer RN / Darlene Montgomery

Public Display of Protocol on the Office of Protocol Research Web Site:

The Office of Protocol Research maintains a website (www.clinicaltrials.org) listing ®Yes ONo
protocols actively accruing patients. No information is given about drug dose or
schedule. Would you like this protocol listed on this website?

If this protocol has a corporate sponsor, we also need to get the sponsor's written ®Yes ONo ON/A
approval to post the trial on the website. Shall OPR send a letter requesting this
permission to your sponsor?
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Space Requirements for Clinical Trials:

Will implementing this protocol require additional space (clinical, office, departmental)? OYes ®No
CCSG:

Indicate the Cancer Center Support Grant (CCSG) -- NCI Core Grant Program that this protocol relates to
(choose from the attached list next to the abstract on the ORA Forms database: GU Cancers

Sponsorship and Support Information:
Sponsor or Supporter: Celgene Inc.
Grant Number:
Is this Protocol listed on any Federal OYes ®No
Grant or Foundation Funding Application?
Sponsor or Supporter Contact: Telephone: Andrew Zeitlin, M.D.
Fax Number: E-Mail: Office: (732) 271-4135
Fax: (732)271-4184
azeitlin@celgene.org
Who is supplying the drug(s) or device(s)? Celgene
Funds Supplier:

The Code of Federal Regulations at 21 CFR § 312.2(b)(1) describes when it is acceptable to
conduct a clinical trial using commercially-available drugs without FDA oversight via the IND
process. The criteria that must be met for the protocol to be exempt from the IND requirement
are:

e the data are not going to be submitted to the FDA to expand the label for the drug

e the investigation is not going to be used to change the advertising for the drug

e the investigation will be conducted in compliance with federal regulation related to informed
consent and good clinical practice.

The main criterion that requires the most scrutiny is the following:

e The investigation does not involve a route of administration or dosage level or use in a
patient population or other factor that significantly increases the risks (or decreases the
acceptability of the risks) associated with the use of the drug product.

To ensure that all protocols conducted at UTMDACC have the appropriate regulatory oversight,
please complete the following questions:

Based on your responses to the following questions, if your protocol needs to be conducted
under an IND or an IND Exemption request needs to be sent to the FDA, you will be notified or
asked for additional information.

Is your protocol being conducted under an IND? eYes oNo
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(If Yes, just answer next question)

Who is the IND sponsor and what is the IND number? MDACC 56,533

(If No, answer all the rest of the questions)

Please list below the drugs or other therapies you are using in your protocol and the
dose and route of administration for which they are approved:

Please list below the drugs or other therapies and the dose and route of administration
you plan to use in your protocol:

Please briefly describe the difference in the patient population you will be treating and
the patient population for which the drugs in your study have been approved. Are there
any differences between the two that would cause the patient population in this protocol
to be at greater risk?
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1.1 To determine the efficacy (rate of tumor reduction and PSA decline) of pre-
operative treatment with thalidomide in patients with locally advanced
prostate carcinoma.

1.2 To determine the safety and toxicity (excessive bleeding, wound healing
problems) of preoperative therapy with thalidomide in patients with locally
advanced prostate carcinoma who undergo RRP.

1.3  To obtain qualitative measurements of thalidomide’s effect in vivo on:

a) endothelial cells / neo-vascularity /angiogenic growth factors:
- Assessment of neovascularity (MVD)
- Dual flourescent labeling technique to evaluate apoptosis in
CD-31
positive cells (TUNEL)
- bFGF, VEGF, EGF and TGF expression by PCa epithelium and
prostatic
stroma
- Modulation of endothelial markers (serum: E-selectin and
Thrombomodulin)
Modulation of serum VEGF and urine bFGF levels, and
Changes in tumor blood flow

b) epithelial compartment:
- apoptosis in prostate cancer cells (TUNEL)
- proliferation (PCNA)

c) quality of life

BACKGROUND:

In the United States, prostate cancer is the most common cancer and the second
leading cause of male cancer death (Landis et al). Many patients with prostate
cancer are curable with local therapy as local treatments continue to evolve to
minimize morbidity (Zinke H et al).

The optimal treatment though for patients with locally advanced prostate cancer
(clinical T3) remains to be defined. External beam radiation therapy (EBRT) alone
has a significant local and distant failure rate for locally advanced prostate cancer.
Zagars et al report in their series with a median follow-up of 17 months, that 17%
and 60% of patients with a pretreatment PSA 4-40 ng/ml or > 40 ng/ml respectively
developed a rising PSA profile (Zagars GK et al, 1992). In the Stanford University
series, over 50% of patients followed greater than 1 year after completion of
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radiotherapy-have an-increasing-PSA(Stamey-TA-et al;-1989-)-indicating cancer

progression. In the Stanford experience, over 90% have positive prostate biopsies
if random TRUS guided biopsies are performed following radiation therapy (Kabalin
JN, et al). If traditional disease endpoints are used (i.e., change in bone scan,
digital rectal examination or prostatic acid phosphatase; excluding PSA and random
biopsy data), the 15 year disease-free survival for clinical stage T3 patients treated
with definitive radiation therapy is only 25-40% (Zagars GK, 1987, Bagshaw Ma, et
al). Furthermore, evidence exists that locally recurrent prostate cancer following
radiation therapy is of higher grade than the index cancer (Wheeler JA, et al,
Cumming A, et al). These data suggest that if radiation therapy fails to eradicate
the cancer, clonal evolution occurs over time favoring progressive loss of
differentiation (this change in grade probably also occurs with locally recurrent
prostate cancer following surgery although there are no studies yet documenting it).

At the same time, radical prostatectomy alone for clinical stage T3 disease also has
significant limitations. The reported 10- and 15-year survival rates for clinical stage
T3 disease treated with radical prostatectomy are 12-60% and 20-28% respectively.
The reported local recurrence rates for pathologic stage T3 patients range from 10-
41% (Stamey TA, et al, 1992). In many of these patients, radical prostatectomy
alone is not curative because of local tumor extension outside of the prostate gland
resulting in positive surgical margins. Positive margin rates of 23-33% have been
reported for patients with clinically organ-confined prostate cancer undergoing
radical prostatectomy (Rosen Ma, et al, Stamey TA, 1990, Catalona WJ, et al).
Although there are no good studies documenting the positive surgical margin rate
for clinical stage T3 patients, it is presumably significantly higher. In addition, post-
operative PSA measurements following radical prostatectomy have demonstrated
that a substantial number of these patients have clinically unrecognized recurrence
(Stein A, et al, 19991); in one recent report 66% of patients with positive surgical
margins had a detectable post-operative PSA (Frazier Ha, et al, 1993).

Similarly, patients with high grade tumors on initial biopsy have a high risk for
extracapsular disease: patients with T1c-T2 tumors and Gleason’s score 8-10 have
a 92% risk for extracapsular extension (Partin AW, et al 1994), while patients with
T2b-T2¢ tumors, Gleason’s score of 7 and serum PSA > 10 have a > 73% risk for
extracapsular extension of their disease (Partin AW, et al 1993).

Radiotherapy has been combined with radical prostatectomy in neoadjuvant and
adjuvant settings to improve the local control rates for patients with pathologic T3
disease. The use of radiotherapy in a neoadjuvant setting has been limited
because of an unacceptably high surgical complication rate (Pontes JE, et al).
Radiotherapy is commonly used in an adjuvant setting for those patients with
pathologic T3 disease (especially those who are found to have positive surgical
margins following radical prostatectomy). In those patients with a detectable PSA
following radical prostatectomy, only 27-29% exhibit a decrease in their PSA to
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_undetectable-levels (Klein EA, et al,_Hudson MA, et al)._Although some of these
patients may have metastatic disease outside of radiation portals, adjuvant
radiotherapy following radical prostatectomy appears to eradicate disease inonly a
small percentage of patients.

Androgen ablation combined with radiation therapy delays progression of disease
more than radiation therapy alone in patients with locally advanced prostate cancer
(Pipelich MV, et al, Bolla M, et al) and is considered the current “standard of care”
for these patients. Nevertheless, none of these therapies is curative. Either alone
or in combination, these treatment modalities have significant limitations in their
ability to eradicate locally advanced prostate cancer. Younger patients with locally
advanced prostate cancer still face a serious threat from progression to metastatic
prostate cancer. Achieving excellent local control of prostate cancer may be very
important in delaying progression of the disease.

New vessel formation is essential to cancer progression including prostate cancer.
Weidner et al. (1993) showed a correlation between microvessel count and
metastatic prostate cancer. The mean microvessel count for the metastatic group
was 76.8 vessels per field, as compared to 39.2 for those without metastasis (p <
0.0001) (Weidner, 1993). This study appears to support the theory that the degree
of angiogenesis is an important predictor of disease progression.

At least eight polypeptide molecules have been shown to stimulate angiogenesis.
Fibroblast growth factors (FGF), basic FGF and acidic FGF, are two of the most
potent endothelial mitogens. Several other FGF's have been identified including
three oncogenes: kFGF from Kaposi's sarcoma, FGF-5 from bladder cancer, and
hst from gastric cancer. BFGF levels are easily monitored in the urine of patients
with rapid growing tumors (i.e. newborns with hemangiomas will have large
quantities of bFGF, as well as patients with bladder cancer and renal carcinoma).
Other possible regulators of angiogenesis include: angiogenin, transforming growth
factor-alpha, transforming frowth factor-beta, tumor necrosis factor-alpha, platelet-
derived endothelial cell growth factor, angiotropin, vascular endothelial growth
factor, and low molecular weight non-peptide angiogenic factors (Folkman, 1993).

The inhibition of angiogenesis has been proposed as a potential means for
selectively impairing tumor growth. Treatment with an angiogenesis inhibitor may
reduce the extension of the tumor outside the capsule of the prostate and potentially
eradicate small volumes of extra-prostatic disease.

Thalidomide is a sedative hypnotic agent that has been shown to alter adhesion
molecule expression, suppress tumor necrosis factor- o (TNF-a), increase IL-10
production, downregulate IL-6, and inhibit basic fibroblast growth factor (bFGF)- and
vascular endothelial growth factor (VEGF)- induced angiogenesis in the rabbit
cornea micropocket assay as well as in a murine model of corneal vascularization.
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VEGF-or-bFGF -are two-strong-angiogenic-growth-factors-implicated-in-prostate

cancer progression in vivo.

Thalidomide has shown some evidence of clinical activity in patients with metastatic
Androgen Independent Prostate Cancer (Al-PCa). Approximately 30% of 45 treated
patients with overt metastatic Al- PCa had some “clinical benefit” without significant
side effects [among them one individual had improvement in bony lesions
(documented on bone scan over an 8 month period) that resulted in clinical
improvement and another patient had a PSA decline of >50% that corresponded
with symptomatic improvement and less pain medications. In addition, several
individuals have had minor reductions of soft tissue masses as documented by CT
scan] (NCI study, Figg et al, personal communication). The side effects have been
relatively minor in this patient population: constipation, occasional sedation,
depression and mild peripheral neuropathy in those receiving drug for greater than 6
months.

It is postulated that the efficacy of anti-angiogenic agents, such as thalidomide, will
be seen in both the primary organ as well as the metastatic sites. However,
angiogenesis is site-specific and the effects of different agents may be variable in
different tissues — organs.

The safety of treatment with thalidomide at the doses proposed has been
established in a pilot study conducted by our department in patients with advanced
metastatic renal cell carcinoma.

The safety of pre-operative treatment with a different angiogenesis inhibitor
(fumagillin analog) has been evaluated in a previous trial, although the results may
not be necessarily comparable due to a different mechanism of action and much
longer half-life of thalidomide compared to the fumagillin analog. Among the first
20 (out of the planned 25) patients who have completed therapy and undergone
RRP so far, excessive bleeding was encountered in only one patient (thought to be
unrelated to the study drug) and wound healing problem (fascia dehiscence) was
encountered in 1 patient, both events within the range of the expected historical
rates of 8% and 2%, respectively. Because of the different (much longer) half-life of
thalidomide and the planned surgery within 2-3 days from end of treatment, we will
be monitoring for excessive toxicity during the trial (excessive bleeding and/or
wound dehiscence rates).

This pre-operative trial will:

a) assess the safety of treatment with thalidomide before radical prostatectomy,

b) screen for evidence of biologic activity (rate of PSA decline and tumor
reduction with thalidomide), and

c) provide preliminary information concerning the effect of the treatment on
tissue and serum markers of known angiogenic factors as well as the effect
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of the treatment on-the-epithelial-compartment(apoptosis-/-proliferation

21

markers) that will help us design future combination therapies.

Analysis of risks and benefits of the study:

Potential risks of the study include development of side effects while on
thalidomide treatment as well as the potential for increase morbidity at the
time of prostatectomy because of the prior treatment with thalidomide.

Having a prostate and/or bone marrow biopsy may cause pain, redness,
swelling, infection, and/or bleeding through in the stool and/or urine for a few
days after the biopsy. In addition, with some biopsies, underlying structures
can be damaged. Sometimes this structural damage may require further
tests or even surgery to correct.

Blood draw may cause pain, redness, swelling and / or infection where the
needle enters the body.

Diagnostic procedures like ECG, Chest x-ray, bone scan are not associated
with risk to the patient. The use of intravenous contrast during a CT-scan
evaluation can in a small number of patients cause allergic reaction (in
patients with allergy to iodine) and could worse the kidney function in
patients with compromised kidney function.

Potential benefits for the individual patient include: inhibition of neo-
angiogenesis in the primary organ (prostate gland) as well as at sites of
micrometastases (lymph nodes and / or bone) that could lead to down-
staging at the time of the surgery and may reduce prostate cancer
recurrence.

Potential benefits for prostate cancer research in general and subsequent
patients diagnosed with prostate cancer may be derived from our ability to
assess in vivo the effects of thalidomide in prostate and bone tissue as well
as identify surrogate markers of anti-angiogenic activity which will be
invaluable to the design of new effective therapies.

To address the potential risks while on study we take rigorous measures:

a) The most devastating event associated with thalidomide therapy is
the teratogenicity. Patients are warned and counseled regarding this
risk and are required to use adequate birth control during and for 2
months after participation in this study. Men are required to use a
latex condom every time they have heterosexual intercourse during
and for 8 weeks after stop taking thalidomide, even if they have had a




Protocol ID00-089
Revised April 7, 2003
Page 6

successful vasectomy.

b)

d)

Patients are also warned regarding other potential side effects of
thalidomide (i.e.: somnolence, dizziness, hypotension, bradycardia,
nausea, vomiting, fatigue, photosensitivity, low blood counts /
infections, changes in apetite, increase risk of bleeding and
decreased wound healing ) and are monitored very closely during the
study (see appendix A). Patients are reminded not to drive while they
are taking part in the study.

Patients are counseled regarding potential risks of invasive
procedures during the study (i.e.: bone marrow biopsy, prostate
biopsy). Bone marrow biopsies are performed in our institution by
highly trained personnel using adequate local anesthesia.
TRUS/prostate biopsies are performed by highly trained physicians
and physician assistants with minimal discomfort to the patients.
Blood draw is performed in our institution by qualified phiebotomists
with minimal risks to the patients. The total amount of blood drawn
during the study (230 cc) is drawn in 5 different time points over a 4
month period of time, and is well below the maximum recommended
amount to be drawn, either in one setting or over this specified period
of time.

The primary clinic attending of the patient and our radiology
department screen patients very carefully for possible iodine allergy
prior to CT scan evaluation. Patients are not given intravenous
contrast if they have known allergic reaction to iodine or are given
medications to prevent the reaction. Patients are monitored during
CT-scan evaluation by trained personnel and medical treatment is
provided if necessary in the case of a newly developed allergic
reaction. Patients are not given intravenous contrast if they have
abnormal kidney function.

We also monitor patients very closely in the trial regarding potential
increased morbidity at the time of the prostatectomy; there is a
mandatory evaluation every 4 patients on the trial to assess for
toxicity and efficacy before the trial can continue accrual. Very strict
early stopping rules are in place (see section 8.0 statistical section of
the protocol), even though our prior experience with another
angiogenesis inhibitor (fumagillin analog) prior to prostatectomy did
not show increased toxicity.
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2.2 Ethical-considerations

3.0

Gender and Minority Inclusion for Research Involving Human Subjects

There are no restrictions based on race or minority status except for
important safeguards against administering thalidomide to patients who
cannot comply with the safety requirements of the protocol (i.e. use adequate
birth control during and for 2 months after participation in this study, even if
they have had a successful vasectomy).

Women and / or Children are not included in the protocol since prostate
cancer is a disease of adult men.

BACKGROUND DRUG INFORMATION

Thalidomide is a potent teratogen that causes dysmelia (stunted limb growth) in
humans (Kruger et al, Figg et al 1999). Thalidomide was marketed as a sedative,
but was withdrawn from the European market 30 years ago because of its
teratogenic effects. The compound was later discovered to be extremely effective in
lepromatous leprosy (and received FDA approval in 1998 for the treatment of
leprosy (Bauer et al 1998a)) and is presently used as an experimental drug in the
treatment of a variety of diseases with an autoimmune character, including recurrent
aphthosis of nonviral and nonfungal origin in human immunodeficiency patients.
Recently, in vitro data has suggested that thalidomide has antiangiogenic activity (D'
Amato, et al). Figg and colleagues demonstrated that a metabolite of thalidomide
was responsible for the antiangiogenesis properties (Bauer et al 1998b).
Thalidomide's safety in non-pregnant humans was initially established in a study of
graft versus host disease (GVHD) conducted at the Johns Hopkins University
School of Medicine. Its known side effects (at dosages above that to be used in this
trial) include sedation, constipation, and sensory peripheral neuropathy, occurring in
3% of subjects. '

It has been postulated that limb defects seen with thalidomide were secondary to an
inhibition of blood vessel growth in the developing fetal limb bud. The limb bud is
unique in requiring a complex interaction within angiogenesis. Since angiogenesis
is the formation of new blood vessels from sprouts of preexisting vessels, the limb
bud would be a particularly vulnerable target to a teratogen that inhibited vascular
endothelial growth. It was recently demonstrated that orally administered
thalidomide is an inhibitor of angiogenesis when using the rabbit cornea
micropocket assay (D' Amato, et al). Based on this in vivo animal model, it is
suggested that thalidomide might be useful in the treatment of angiogenesis of solid
tumors.




Protocol ID00-089
Revised April 7, 2003
Page 8

Thalidomide;-a-glutamic-acid-derivative,-was first described in-1953-by the-Swiss-

pharmaceutical company Ciba. Ciba discontinued research on the compound and a
German company Chemie Grunenthal undertook development in 1954. It was later
marketed as a sleeping pill, and was subsequently blamed for nearly 12,000 birth
defects between the late 1950s and early 1960s.

Shortly after the withdrawal of thalidomide from the market, a pronounced
effectiveness of the substance against inflammation associated with leprosy was
noted. Despite its teratogenic potential, it has been used in the treatment of leprosy
for more than 20 years. Additionally, thalidomide was reported to inhibit the graft
versus host reactions following bone marrow transplantation. Recently, in vitro data
has suggested that thalidomide has anti-angiogenic activity.

3.1 Physical, Chemical and Pharmaceutical Properties

Thalidomide (N-Phthalidoglutarimide; C1304N2H10) is a racemate. The S(-
YI and R(+)/d forms represent derivatives of I- and d-glutamic acid,
respectively (Simmons et al). The maximal solubility of racemic thalidomide
in water is approximately 2 x 104 mol/L (45 to 60 mg/L) [Schumacher et al.].
The ultraviolet spectrum of thalidomide is characterized by an absorbance
maximum at 300nm which is dependent on an intact phthalimide moiety All 4
amide bonds present in the molecule are susceptible to hydrolytic cleavage
in vitro at pH values higher than 6 (Schumacher et al., Luzzio et al).

General: CAS registry No.50-35-1
Molecular formula = C13 H10 N2 O4
Molecular weight = 258.23 daltons

Non enzymatic cleavage of 1 or more of the amide bonds in the thalidomide
molecule produces hydrolysis products which contain at least 1 carboxyl
group (Schumacher et al.). They are thus more polar and can be expected to
cross biological membranes less efficiently than the parent compound.
Thalidomide constitutes a transport form for its hydrolysis products; the non
polar parent compound enters cells or tissues and is converted to polar
derivatives which have been shown to accumulate in erythrocytes and in the
embryo (Fabro et al. 1967a).

3.2 Pre-clinical Experience

Thalidomide has recently been shown to inhibit angiogenesis (30-51%
reduction in vascularization) induced by FGF in the rabbit cornea
micropocket model. It appears the antiangiogenic activity in this model is the
result of one of the epoxide active metabolites; thalidomide did not have
activity in the chicken chorioallantoic membrane assay (a topical assay
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compared- with orally-administered-animal-model).

Gordon et al. reported that rats were resistant to the teratogenic effects of
thalidomide, but rabbits (as well as higher primates) were sensitive (Gordon
et al). They speculated that differences were due to alterations in
biotransformation between the species. Furthermore, they noted that after
thalidomide treatment, 4- and 5-hydroxylated metabolites of thalidomide
were recovered from the urine of rabbits, but not rats. The presence of
phenolic derivatives of thalidomide suggests that the drug might undergo
oxidative metabolism via an arene oxide intermediate. Arene oxides have
been implicated as mutagens, cytotoxins, and teratogens. The intermediate
metabolite is also most likely responsible for the antiangiogenic activity.
Furthermore, Gordan et al. showed that inhibiting epoxide hydrolase results
in enhanced teratogenicity. Likewise, Folkman and colleagues noted that
inhibition of epoxide hydrolase results in enhanced antiangiogenic properties.

Bauer et al evaluated thalidomide in two in vitro angiogenesis models (rat
aorta model and human endothelial cell culture) and demonstrated
antiangiogenic activity in the presence of human liver microsomes (Bauer et
al. 1998b). Furthermore, they reported that rodent microsomes failed to
generate the active metabolite, but rabbits did.

3.2.1 Preclinical Pharmacology

The biochemical mechanism of the non sedative effects of
thalidomide is unclear. Very little work has been done to understand
the neurotoxic action orimmunomodulatory effect of the compound on
a molecular bases. Considering the possible combinations of
hydrolysis, hydoxylation, and optical activity, there may be more than
50 metabolites of thalidomide in vivo.

Effects of thalidomide on the endocrine system have been
consistently observed in both clinical trials and animal experiments.
These actions may be due to an effect of the drug on the
hypothalamus (Locker et al. 1971). In humans, a tendency to
normalize hyperthyroid states has been noted. lodine uptake by the
thyroid gland was slightly decreased, and myxedema was
occasionally observed. Increased urinary secretion of 17-
hydroxycorticosteroids associated with hypoglycemia has been
reported. Drug interactions with thalidomide have not been
systematically studied. Thalidomide enhances the sedative activity of
barbiturates, alcohol, chlorpromazine and reserpine, while its sedative
action is antagonized by methylamphetamine and methylphenidate.
Based on the clinical experience of the investigators at NCI
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hypothyroidism-has not been observed-in-patients-with-metastatic

prostate cancer. To date, no significant drug interactions have been
identified between thalidomide and cytochrome P450 enzyme
inducers and inhibitors (Figg et al, personal communication).

3.2.2 Preclinical Toxicology

Thalidomide is a potent teratogen. In 1961, McBride and Lenz
described the association between limb defects in babies and
maternal thalidomide usage. Although humans are exquisitely
sensitive to the teratogenic effects of thalidomide, experiments in
rodents failed to reveal similar effects. Teratogenic effects could be
experimentally reproduced by the administration of thalidomide to
pregnant rabbits at an oral dose of 100-300 mg/kg/day. [Over the
past 30 years the mechanism of thalidomide's teratogenicity has been
extensively studied, but has remained unsolved (Stephens 1988)].

3.2.3 Pharmacokinetics and Drug Metabolism in Animals

Studies in experimental animals showed high concentrations of the
drug in the gastrointestinal tract, liver and kidney, and lower
concentrations in muscle, brain and adipose tissue. In pregnant
animals, thalidomide is able to pass across the placental barrier
(Fabro et al. 1967a; Nicholls 1966; Schumacher et al. 1965a, 1970).

In animals, the main pathway of degradation appears to be non-
enzymatic hydrolytic cleavage (Fabro et al. 1967a; Schumacher et al.
1965a). Minor amounts of hydroxylated products have been detected
in the urine of some species (Schumacher et al. 1965a). Hepatic
metabolism of thalidomide probably involves enzymes of the
cytochrome P450 family (Braun et al. 1986). Only the parent
compound is enzymatically modified (Braun & Weinreb 1985;
Schumacher et al. 1965a). Thalidomide itself does not cause enzyme
induction (Brode 1968a), but possibly interferes with enzyme
induction caused by other compounds (Brode 1968a).

3.3 Clinical Pharmacokinetics

The pharmacokinetics of thalidomide have not been clearly characterized in man
(Piscitelli et al). Theoretically, greater than 12 different metabolites can be formed
from thalidomide by hydrolysis and several others by alternative metabolic pathways
(phenolic metabolites): however, the main transformation of thalidomide in the body
may be by spontaneous chemical processes and not involve enzyme reactions.
Thus, it seems probable that a minor proportion of the drug is enzymatically
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hydroxylated

Oral administration of thalidomide at 100 to 200 mg in humans results in maximal
blood concentration of 0.9 to 1.5 ug/mL after 4 to 6 h (Chen et al.). Absorption and
elimination half-lives calculated from data of 8 healthy subjects were 1.7 + 1.05 and
8.7 + 4.11 h, respectively; a lag time of 0.41 £ 0.17 h was observed in 6 individuals
(Chen et al. 1989). Using a 1- compartment model, the authors calculated a volume
of distribution of 120.64 + 45.36 L, a total body clearance of 10.41+2.04 L/h,and a
renal clearance of 0.08 + 0.03 L/h. Only 0.6 £ 0.22% of the administered dose was
excreted as unchanged compound in the urine. The hydrolytic cleavage in serum
(Chen et al.) is much slower than that in vitro at pH 7.4 (Schumacher et al. 1965b).
This may be because thalidomide is highly bound to plasma proteins (Bakay &
Nyhan 1968).

There is some controversy over the incidence of neurotoxicity associated with
thalidomide. The incidence may be disease specific (patients with prurigo nodularis
may have a higher incidence than patients with rheumatoid arthritis or some other
disease). A group from Columbia reported treating 17 patients with arthritis with a
dose of 400 to 600 mg per day of thalidomide (mean duration of therapy, 24.8
month, range 7-65 weeks). They found that 2 patients developed symptoms of
peripheral sensory neuropathy that was reversed on discontinuation of therapy.
Crawford reported that 25% of patients (n=60) receiving thalidomide for the
management of chronic discoid lupus erythematosus developed neuropathies, and
all patients (n=8) receiving it for nodular prurigo and aphthous stomatitis were found
to have neuropathies. Sheehan reported the development of neurological
complications in 2 of 5 patients receiving thalidomide for prurigo nodularis.
Polyneuropathy persisted in one of those patients for greater than 12 months after
the discontinuation of therapy. Aronson et al. reported the development of sensory
peripheral neuropathies (onset 2 to 12 months into therapy) in 3 of 4 patients with
prurigo nodularis that were receiving thalidomide (100 to 300 mg per day). Theirin
vitro work went on to show that thalidomide induced primary neuronal degeneration.
Schroder et al. reported that there was a reduction in sheath thickness) and a
decrease in conduction velocity in thalidomide treated New Zealand white rabbits as
compared to controls.

Figg and colleagues have reported on the pharmacokinetics of thalidomide in
patients with prostate cancer (Figg et al 1999). They observed a slight decrease in
the clearance and an estimated terminal half-life daily dosing of 200 mg/d to be 7.1
hours. There was a linear relationship between dose and plasma concentration
using does between 200 and 1200 mg/day.
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4.0 PATIENT ELIGIBILITY

4.1

Inclusion Criteria

411

4.1.2

4.1.3

414

4.1.5

41.6

419

Prostatic adenocarcinoma without evidence of regional or distant
metastases, clinical stage T1c-T2c with Gleason score > 7 on initial
biopsy and PSA > 10 ng/dl or clinical stage T3.

Negative bone scan and CT abd/pelvis.
Life expectancy of at least 10 years.

Surgical candidate for radical prostatectomy and ECOG performance
status of < 2.

Patients must have no other concurrent malignancies (or within the
past 5 years, with the exception of non-melanoma skin cancer or
treated superficial transitional cell carcinoma of the bladder).

Peripheral granulocyte count > 1,500/mm3, platelet count of >
100,000/mm3 and Hb> 10.0 gm/di, adequate hepatic function with a
bilirubin < 1.5 mg % and SGPT < 2.5x the upper limits of normal, and
adequate renal function defined as serum creatinine < 1.5 mg% or
creatinine clearance > 40 ml/min.

Patients with biochemical hypothyroidism will have their thyroid
hormone replaced concurrent with starting the study. Patients with
clinical hypothyroidism should have their thyroid replaced prior to
starting this study.

Informed consent indicating that patients are aware of the
investigational nature of the study, in keeping with the policies of the
institution. The only approved consent form is appended to this
protocol.

Patients must be willing and able to travel to UT-MDACC for re-
evaluation as necessary per protocol.

4.1.10 Patients should be counseled about the possibility that thalidomide

may be present in the semen and must use a latex condom every
time they have sexual intercourse with a woman during therapy and
for 4 weeks after discontinuing thalidomide, even if they had a
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successful vasectomy.

5.0

4.2

Exclusion criteria

421

422

423

4.24

425

426

Patients who have received any prior hormonal-, immuno-, radiation
or chemo-therapy for prostate carcinoma are excluded from the trial.
Prior herbal and/or homeopathic medication is allowed if discontinued
at least 2 weeks prior to study entry. PC-SPES is considered
hormonal therapy.

Patients with history of substantial non-iatrogenic bleeding diathesis
and patients with macroscopic hematuria or active Gl bleeding are not
eligible.

Patients with uncontrolled cardiac, respiratory, hepatic, renal,
neurologic or psychiatric disorder are excluded from the trial.

Patients with NCI grade 2 or greéter peripheral neuropathy of any
cause (clinically detectable), or receiving anti-convulsive medications
are not eligible for this trial.

Patients who are receiving sedative/hypnotic agents which cannot be
discontinued (if necessary) are not eligible for this study.

Patients positive for HIV are excluded from this trial.

TREATMENT PLAN:

All patients will be registered with the Data Management Office at 792-2926.

Patients will be treated as outpatients with thalidomide orally on a daily basis. The
starting dose will be 200 mg/day (in the evening), and can be escalated by 200
mg/day every week to a maximum of 600 mg/day. One treatment cycle will be 42
days. The treatment cycle will be repeated for a maximum of 2 cycles (3 months) in
patients who show stable or regressing disease (by DRE, TRUS, and/or PSA) after

the first 6 weeks of treatment, and then patients will proceed to radical

prostatectomy.
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Patients in this study will be allowed to receive up to 6-weeks supply of thalidomide
at one time.

Follow-up evaluation by digital rectal exam and TRUS will be performed at 6 and 12
weeks of treatment. CT scan (tumor perfusion protocol) of the prostate will be
performed before and after thalidomide treatment. Biopsy of the prostate tumor will
be obtained (optional) at 6 weeks of the therapy.

Radical prostatectomy will be performed upon completion of the thalidomide
treatment (+/- 3 days) provided the patient is not suffering any toxicity that
necessitates delaying the surgery. Surgery will be delayed if there is any bleeding
abnormality and/or until platelet count is > 100,000 and coagulation profile (PT/PTT)
is normal. If at the time of surgery a patient is found to have positive lymph nodes,
prostatectomy will be abandoned, a repeat prostate biopsy will be performed at the
time of the surgery, and the patient will be offered other treatment modalities
(hormones, XRT).

Patients will be considered as showing evidence of biologic activity if they have: a)
more than 25% reduction in the product of the bidimentional measurements of the
intraprostatic lesion(s) by TRUS without PSA progression after 12 weeks of
treatment, or b) stable intraprostatic lesion by TRUS at 12 weeks and > than 50%
reduction is serum PSA at 12 weeks.

“PSA progression” is defined as a more than 25% increase in serum PSA over the
baseline value (pretreatment PSA). .

Progression of measurable prostatic lesion by TRUS is considered a more than
25% increase in the product of perpendicular diameters of measurable lesion (s).

5.1 Dose Modifications

The dose of thalidomide may be reduced by 200 mg per day for toxicity
(grade > 3 toxicity that appears to be drug related or grade > 2 peripheral
neuropathy) which resolves to grade < 1 with interruption of treatment within
a 2 week period. If a patient requires an additional dose adjustment, then
they will be removed from the study based on toxicity.
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6.0

5.2

5.3

The investigational drug (Thalidomide) is kept by the U.T.-M.D. Anderson
Cancer Center Pharmacy. Drug is dispensed by the Pharmacy and a drug
dispense log is kept by the U.T.-M.D. Anderson Cancer Center Pharmacy.

Subject compliance will be assessed every clinic visit. Patients will be asked
regarding pills taken (or missed) and about adherence to protocol
requirements (with particular focus on the issue of birth control). A notation
of the above will be made in the patient's chart from the clinic nurse /
research nurse / clinical nurse specialist / advanced practice nurse or
physician. Unused drug will be returned and disposed appropriately.

The IND for this drug application is 56,533. This IND is held by U.T.-
MDACC.

PRETREATMENT EVALUATION (see also Appendix A)

6.1

6.2

6.3

6.4

6.5

6.6

Complete history and physical examination including performance status.
Symptoms
and quality of life questionnaire.

Histologic examination of prostate biopsies.

PSA, PAP, CBC with diff, platelets, BUN, creatinine, glucose, alkaline
phosphatase, total bilirubin, calcium, total protein, albumin, phosphorus, uric
acid, SGPT, lactic dehydrogenase, sodium, potassium, chloride, bicarbonate,
PT/PTT, TSH, T4, T3, urine analysis, urine creatinine, stool for occult blood,
electrocardiogram, serum transferase level, bone marrow aspirate and
biopsy, < 14 days before starting thalidomide treatment.

HIV serology (HIV test results can be accepted if obtained within 6 months
prior to study enroliment).

Radiologic studies including CXR, bone scan and CT abdomen/pelvis < 4
weeks before starting thalidomide.

Step section TRUS with volume determination and 10 staging biopsies [2
each from the apex, mid-section, base, seminal vesicles and extracapsular
area of the prostate].
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7.0

6.7  Assignment of local extent of the disease using DRE / TRUS. Assignment of
clinical
stage will be done by the urologist after completion of the above tests.

6.8 Assessment of intermediate endpoints (see section 1.3)

EVALUATION DURING STUDY (see also Appendix A)

7.1 On-Treatment Evaluation (Pre-radical prostatectomy)

7.1.1

7.1.2

713

Weekly during the 3-week dose escalation period: history, physical
exam, assessment of toxicity, and performance status. Serum PSA,
and soluble (serum and urine markers) will also be done. CBC, diff,
platelets, BUN, creatinine, glucose, ‘alkaline phosphatase, total
bilirubin, calcium, albumin, total protein, SGPT, SGOT, lactic
dehydrogenase, uric acid, phosphorus, sodium, potassium, chloride,
bicarbonate, PT/PTT will be done only if clinically indicated.

Patients who develop AEs/SAEs will be followed for a minimum of 30
days post last day of Thalidomide intake or 30 days post surgery,
whichever is longest.

At 6 weeks and 12 weeks: history, physical exam, DRE, TRUS,
optional prostate biopsy (only at 6 weeks), assessment of toxicity,
and performance status. Serum PSA, and soluble (serum and urine)
markers, CBC, diff, platelets, BUN, creatinine, glucose, alkaline
phosphatase, total bilirubin, calcium, albumin, total protein, SGPT,
SGOT, lactic dehydrogenase, uric acid, phosphorus, sodium,
potassium, chloride, bicarbonate, PT/PTT, serum transferase level,
TSH, T4, T3, urine analysis, urine creatinine. CT scan of abdomen
and pelvis and optional bone marrow biopsy to be done only
preoperatively (at the end of treatment).

Immediately before surgery (within 24-48 hours, if surgery is notdone
within 2-3 days from completion of thalidomide treatment due to
toxicity): CBC, diff., Platelets, BUN, creatinine, glucose, alkaline
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phosphatase;-total-bilirubin,-calcium,-albumin,-total-protein, SGPT,

714

7.1.5

lactic dehydrogenase, uric acid, phosphorus, sodium, potassium,
chloride, bicarbonate, serum transferase level, PT/PTT, PSA, urine
analysis, and urine creatinine.

Assessment of intermediate endpoints (as per section 1.3) if an
optional prostate biopsy is obtained.

Approximately 46 teaspoons (230 cc) of blood will be collected during
participation in the trial.

7.2  Post-Radical Prostatectomy Evaluation:

7.21

7.2.2

7.2.3

724

7.2.5

7.2.6

Assessment of intermediate endpoints (as per section 1.3).

PSA, quality of life assessment at 1, 3, 6 mos and q 6 mos thereafter
x b years.

DRE of prostatic fossa at 3, 6 mos and q 6 mos thereafter x 5 years.
(can be done by the patient’s local urologist).

Urine analysis at 3 mos postoperatively.
Bone scan at yearly intervals beginning when an elevated (>0.3) PSA
is detected, or earlier if clinically indicated. @ CT scan of

abdomen/pelvis as clinically indicated.

TRUS guided biopsy of vesico-urethral anastomosis if an elevated
PSA (>0.3) is detected.

7.3 Methodology for the assessment of the in vivo effect of therapy.

TRUS prostate tumor measurement and prostate biopsies will be obtained
pre- treatment, at 6 weeks (biopsy optional at that time) and before the
surgery.

Serum and urine samples will be obtained weekly x 3 weeks (during
escalation phase of thalidomide), then at 6, 12 weeks, pre- and post-
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operatively:

Serum PSA will be measured pre-therapy, at 6 and 12 weeks on therapy, 3
weeks post-RRP and every 3 months thereafter.

Bone marrow (BM) aspirate and biopsy will be obtained pre-treatment and
post-treatment (optional) with thalidomide and the effect of the therapy on
bone marrow endothelial cells will also be assessed.

We will look at the effects of therapy on:
Endothelial compartment:

- Prostate (cancer and normal gland) MVD will be assessed
immunohistochemicaly by staining with anti-CD31 antibody (Weidner,
1995). Correlate with Gleason score and compare matched pre- and
post-treatment samples.

- Endothelial cell (EC) apoptosis in normal prostate, prostate cancer,
bone marrow biopsy (by Dual fluorescent labeling technique in CD-31
positive cells [TUNEL])

- Expression of bFGF, VEGF by PCa epithelium and prostatic stroma
(by immunohistochemistry and / or in-situ hybridization (Greene 1997,
Weidner 1995, Melnyk 1999).

- Modulation of circulating endothelial markers (18-21) (serum: E-
selectin and Thrombomodulin) by ELISA.

- Modulation of serum: VEGF, TGFb1, IL-6 / 1I-8, urine: bFGF levels
and BM supernatant: VEGF, IL-6/IL-8 levels will be measured by
ELISA (Ferrer 1997, Melnyk 1999, Hoosein 1995, Adler 1999,
Drachenberg 1999).

Epithelial compartment:

- Tumor size (by TRUS)

- PSA modulation on thalidomide therapy and freedom from
biochemical relapse after surgery.

- Apoptosis in prostate cancer cells (by TUNEL)

- Proliferation index of PCa cells (by PCNA or Ki67)

We will assess whether expression of tissue or circulating pro-angiogenic
molecules and cytokines: a) correlates with pathological findings at surgery
(Gleason score, MVD changes, pathologically organ confined prostate
cancer, rate of positive surgical margins and / or lymph node metastases) b)
could serve as surrogate markers for anti-angiogenic activity in prostate
cancer.
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8.0

STATISTICAL CONSIDERATIONS

This is a phase I trial of neo-adjuvant thalidomide prior to radical retropubic
prostatectomy (RRP) in patients with newly diagnosed locally advanced prostate
cancer. The design of Thall, Simon and Estey (1995, Thall and Sung 1998) will be
used. Forthe purpose of sample size determination and safety monitoring, patient
success, S, is defined as stable disease (no increase in tumor mass) at 6 weeks,
followed by > 25% tumor shrinkage, compared to baseline mass or > 50% decline in
serum PSA (with no tumor progression) at 12 weeks. At 12 weeks, once S is
evaluated, all patients will undergo RRP. The adverse event, A, pertains to surgery,
and is defined as either excessive bleeding (> 5 units of blood required during the
first 24 hours post surgery) or fascia dehiscence. A success probability of .20 or
larger will be considered clinically promising, and a maximum adverse event rate of
.10 is desired. Formally, denote the success probability by pg, the adverse event
rate by p,, and assume the historical probabilities of the four possible combinations
(No S, No A), (No S, A), (S, No A), (S, A) follow a Dirichlet prior with parameters
(720,80,180,20), which implies historical (H) mean rates for ps(H) and p,(H) of 10%
and 20% as noted above, with independence of the two events S and A. For the
probabilities under the experimental regimen (E) studied in this trial, we assume a
Dirichlet prior with the same mean but parameters that sum to 4. The two safety
monitoring criterion will be to stop the trial if either Pr{ ps (H)< ps(E) | data] < .01 or
Pr[ p. (H)< pA(E) | data] > .95. A maximum of n=40 patients will be treated which, if
8/40 (20%) successes are observed, will yield a 90% posterior credibility interval
running from .11 to .31. Applying these monitoring criteria after each cohort of 4
patients has been treated and evaluated, the trial will be terminated if the observed
[#successes)/[# patients evaluated] < 0/16, 0/20, 0/24, 1/28, 1/32, or 2/36, or if the
observed [#adverse events)/[# patients evaluated] >3/4, 4/8, 4/12, 5/16, 5/20, 6/24,
7/28, 7/32, or 8/36. The operating characteristics of this design are as follows:

True pg Pa Early Stopping Sample Size Quartiles
Probability
20 .10 A1 40 40 40
20 .20 .59 16 32 40
20 .30 .93 12 12 20
.05 .10 .79 16 28 36
References:

Thall, PF, Simon, R and Estey, EH: Bayesian sequential monitoring designs for
single-arm clinical trials with multiple outcomes. Statistics in Medicine 14, 357-
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9.0

10.0

379;-1995:

Thall, PF and Sung, HG: Some extensions and applications of a Bayesian
strategy for monitoring multiple outcomes in clinical trials. Statistics in Medicine
17, 1563-1580, 1998.

8.1  Statistical analysis of Quality of Life

The Quality of Life will be measured using the FACT-P questionnaires and

~ will be analyzed as described previously (Esper 1997, Lee 1999). Descriptive
statistics and composite scores are going to be calculated. Repeated
measures analysis of variance (ANOVA) will be conducted.

CRITERIA FOR DISCONTINUING DRUG THERAPY

9.1  Progressive disease (> 25% increase of intraprostatic lesions by TRUS or >
25% increase of serum PSA compared to baseline) at 6 weeks.

9.2 Development of unacceptable toxicity defined as unpredictable, irreversible,
or grade 4 non-hematologic toxicity.

9.3 Non-compliance by patient with protocol requirements.
9.4 Patient refusal.

STUDY CONDUCT / DATA AND PROTOCOL MANAGEMENT

10.1 Recruitment Process: Patients seen in the Genitourinary Medical Oncology
clinic or the Urology clinic at MDACC with newly diagnosed prostate
carcinoma who are candidates for this clinical trial will be identified by the
respective attending physician who evaluates the patient and will be offered
participation in this clinical trial. Other available treatment options (i.e.;
surgery alone, radiation therapy alone or combination of radiation and
hormonal therapy) are discussed with patient (as also stated in the consent
form, page 4, section 6).

Informed Consent will be obtained according to the established Surveillance
Committee Policies (see Office of Protocol Research PR manual, section
12.0 Informed Consents. The informed consent process will be performed
according to the established Surveillance Committee policies (see Section
12.040 Research Informed Consent Process, OPR Manual) that emphasize
the dialogue and face-to face interactions of the physician investigator and
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the—patient-and-research-nurse -prior-to-signing-the—informed-consent

10.2

10.3

document. It is specified that, as required also by our IRB, the consent form
has to be signed in the presence of a witness for all patients in the trial. The
witness may be a member of the research team, a family member or an
independent party. The role of the witness is to ensure that the participant
has been informed of all aspects of the trial and had an opportunity to have
all questions answered prior to agreeing to participate in the trial.

Protocol compliance:

The trial will be conducted in compliance with the protocol, GCP and the
applicable regulatory requirements.

The attending physician and / or oncology research nurse must see each
patient each week prior to each drug administration. All required interim and
pretreatment data should be available and the physician must have made a
designation as to toxicity grade and tumor response as required.

The storage and disposition of clinical data is to be performed according to
the U.T.-M.D. Anderson Cancer Center’s policies in compliance with Federal
Guidelines and in accordance with the Federal-Wide Assurance (FWA
00000363) as provided to U.T.-M.D. Anderson Cancer Center IRB (IRB
identifier IRBO0000121).

Adverse Event / Experience Reporting: In addition to the procedures required
to report Adverse Experiences to the MDACC IRB as described in Appendix
F of the protocol, “Adverse Events that are both serious and unexpected will
be immediately reported by telephone to the USAMRMC Deputy Chief or
Staff for Regulatory Compliance and Quality (301-619-2165) (non-duty hours
call 301-619-2165 and send information by facsimile to 301-619-7803). A
written report will follow the initial telephone call within 3 working days.
Address the written report to U. S. Army Medical Research and Materiel
Command, ATTN: MCMR-RCQ, 504 Scott Street, Fort Detrick, Maryland
21702-5012.

Definition: Adverse Event

An adverse event temporally related to participation in the study should be
documented whether or not considered to be related to the test article. This
definition includes intercurrent illnesses and injuries, and exacerbations of
preexisting conditions. Include the following in all IND safety reports:
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Su.bject»identiﬁcationnumbemndinitiaIs;_associatei.nvestigator‘s.nameand

10.4

10.5

10.6

name of MTF; subject’s dated of birth, gender, and ethnicity; test article and
dates of administration; signs/symptoms and severity; date of onset; date of
resolution or death; relationship to the study drug; action taken; concomitant
medication(s) including dose, route and duration of treatment, and date of
last dose.

Follow-up of Adverse Events / Serious Adverse Events: Patients who
experience Adverse Events / Serious Adverse Events during the trial will be
followed until resolution of the adverse event (if possible) or for a minimum of
30 days post last administration of study drug or 30 days postoperatively,
whatever is longest.

Medical Monitor: Dr. Paul Mathew, M.D. will serve as Medical Monitor for this
clinical trial. Dr. Mathew is a qualified physician that is not associated with
this protocol. His background in genitourinary medical oncology allows him
to provide medical care to subjects for conditions that may arise during the
conduct of this study. Dr. Mathew will review all serious and unexpected
adverse events (per ICH definitions) associated with the protocol and provide
an unbiased written report of the event to USAMRMC (see address above)
within 10 calendar days of the initial report, commenting on the outcome of
the adverse event, relationship of the adverse event to the test article, and
whether he concurs with the details of the report provided by the study
investigator.

Data entry: Data must be entered into the Protocol Data Management
System (PDMS). A brief explanation for required but missing data should be
recorded as a comment.

Accuracy of data collection: The Study Chairman will be the final arbitrator of
response or toxicity should a difference of opinion exist.

Reporting of non-compliance: The principal investigator's, department
chairperson’s, and division head’s are responsible for reporting promptly to
the Surveillance Committee via the Office of Protocol Research any serious
or continuing non-compliance with the requirements of this Assurance or the
determinations of the Surveillance Committee.
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10.7

10.8

10.9

Reporting of non-compliance is performed according to institutional
guidelines under the Federal-Wide Assurance (Identifier: FWAQ0000363) for
HHS IRB Registration Identifier IRBO0000121.

Protoco! deviations will be reported to the HSRRB as well as the U.T.-M.D.
Anderson Cancer Center IRB.

All amendments (that are not required for immediate patient safety) must
be approved by the local IRB and the Human Subjects Research Review
Board (HSRRB) prior to implementation.

The IND for this drug application is 56,533. This IND is held by UT MDACC.
Use of Samples
Samples will be used for evaluations related to this protocol alone.

Samples will be analyzed in the following laboratories:

a) Histology and Frozen Section Laboratories, Department of Pathology,
Division of Pathology and Laboratory Medicine, University of Texas M
D Anderson Cancer Center

b) Laboratory of Dr. David McConkey, Department of Cancer Biology,
University of Texas M D Anderson Cancer Center

c) Research laboratory of Genitourinary Medical Oncology, Department
of Genitourinary Medical Oncology, Division of Cancer Medicine,
University of Texas M D Anderson Cancer Center.

Storage:
Specimens in their entirety will be processed and embedded in paraffin

blocks. Blocks will be stored in a separate file designated for this protocol
and accessible to appropriate personnel only. If there is occasion to freeze
samples they will be snap frozen in OCT with liquid nitrogen and stored in a
—80°C freezer until completion of the study.

Patient Confidentiality/Labeling:

All patient information will remain confidential. All data and records for this
study will be kept according to the FDA regulations, (21 CFR SS 312.62(c),
and according to GCP and HIPPA guidelines and the UT M. D. Anderson
Cancer Center's policies. All samples will be labeled with a unique
identifying code and will be entered in a database. A password-protected
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database has.already been developed for these samples. This database is
the only place where there exists a cross-reference between this code and
the MDACC medical record number. Any decoding of patient data will be
performed solely for computer based analysis to correlate the relationship of
investigational results with biological activity and/or clinical outcome.
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APPENDIX A
Evaluation Before and During Ireatment
Q 1 Week
On ~ Pre- Post
Pre-Study | Escalation At 6 Weeks | Prostatectomy | Prostatectomey
History, Physical, PS X X X X as indicated
1,3,6 mos and
Quality of Life X X X q 6 mos x 5 yrs
Toxicity X X X X 3 mos
3,6 mos and
DRE X X X q 6 mos x 5 yrs
Step sect TRUS/Doppler X X X as indicated
Staging biopsies X X+ *
1, 3, 6 mos and
PSA X X X q 6 mos x 5 yrs
PAP X as indicated
CBC, diff, Plat X 3 X X as indicated
Chemical Survey® X 2 X X as indicated
TSH, T4, T3 X X
Serum transferase level X X X
PT/PTT X X X as indicated
HIV test® X
Urine analysis/creatinine X X X 3 mos
Electrocardiogram X
Bone Marrow Asp/Bx X X+
Chest X-ray X
Bone Scan X X
CT abdomen/pelvis X X as indicated
Tumor neovascularity X X X X (at surgery)
Tissue Angiogenic Factors X X X X (at surgery)
Tissue Apoptosis Markers X X X X (at surgery)
Serum E-Selectin X X X X X**
Serum Thrombomodulin X X X X X**
Serum IL-6 X X X X X**
Serum VEG{ X X X X X**
Urine (bFGF/Creatinine) X X X X X**
Entry info into PDMS X X X X
a If indicated
b BUN, creatinine, glucose, alk. phosphatase, total bilirubin, calcium, total protein, albumin, phosphorus, uric

acid, SGPT, SGOT, Na, K, lactic dehydrogenase, chloride, bicarbonate, Mg
c HIV test results are acceptable if obtained within 6 months prior to study enrollment
d Yearly starting when elevated PSA is detected, or earlier if clinically indicated.
* TRUS guided biopsy of vesico-urethral anastomosis if PSA > 0.3
** On the fourth post-operative day (+/- 2 days)

+ Optional

++ Can be performed by the patient’s treating urologist at home

Any studies necessary to completely evaluate malignant and concurrent non-malignant diseases and drug toxicity
must be obtained and recorded at baseline and before each course as appropriate.
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Performance Status Scales
Karnofsky Performance Scale (1) Zubrod Performance Scale (2)
Point Description Point Description
100 Normal, no complaints, no 0 Normal activity;
evidence of disease asymptomatic
90 Able to carry on normal activity; 1 Symptomatic; fully
minor signs or symptoms of disease ambulatory
80 Normal activity with effort; some
signs or symptoms of disease
70 Cares for self, unable to carry on 2 Symptomatic; in bed
normal activity or to do active work <50% of time
60 Requires occasional assistance but
is able to care for most of his/her needs
50 Requires considerable assistance
and frequent medical care
40 Disabled, requires special care 3 Symptomatic; in bed
and assistance 50% of time; not
bedridden
30 Severely disabled, hospitalization
indication. Death not imminent
20 Very sick, hospitalization ' 4 100% Bedridden
indicated. Death not imminent
10 Moribund, fatal processes
progressing rapidly
0 Dead 5 Dead
References
1. Karnofsky, D.A.: Meaningful clinical Classification of Therapeutic Responses to
Anti-Cancer Drugs. Editorial. Clin. Pharmacol and Theraputics 2:709-712, 1961.
2. Stanley, K.E.: Prognostic Factors for Survival in Patients with Inoperable Lung Cancer.

J. Natl.Can. Inst. 65:25-32, 1980.
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APPENDIX C

Symptom Improvement Questionnaire (Quality of Life)

Quality of Life Questionnaire (FACT-P)
FACT-P (Version 4)

Below is a list of statements that other people with your illness have said are important. By
circling one (1) number per line, please indicate how true each statement has been for you during

the past 7 days. :
Not Alittle Some-

PHYSICAL WELL-BEING at all bit what
GP1 | have a lack of energy 0 1 2
GP2 | have nausea 0 1 2

GP3 Because of my physical condition, | have
trouble meeting the needs of my family

GP4 | have pain.

GP5 | am bothered by side effects of treatment.
GP6 | feelill.

GP7 | am forced to spend time in bed.

o O O O ©
[ O G Y
N NN NDN

Not Alittle Some-
SOCIAL/FAMILY WELL-BEING at all bit what

Gs1 | feel close to my friends. 0 1
GS2 | get emotional support from my family. 0 1 2
GS3 | get support from my friends. 0 1 2
Gs4 My family has accepted my iliness. 0 1 2
GS5 | am satisfied with family communication _

about my iliness. 0 1 2
Gs6 | feel close to my partner (or the person

who is my main support). 0 1 2

Regardless of your current level of sexual activity,
please answer the following question. If you prefer
not to answer it, please check this box  and go
to the next section.

GS7 | am satisfied with my sex life. 0 1 2

Quite  Very
a bit much
3 4
3 4
3 4
3 4
3 4
3 4
3 4
Quite  Very
a bit much
3 4
3 4
3 4
3 4
3 4
3 4
3 4

Version 4. 9/4/98
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FACT-P (Version 4) (Appendix C, continued)

By circling one (1) number per line, please indicate how true each statement has been
for you during the past 7 days.

Not Alittle Some- Quite Very

EMOTIONAL WELL-BEING at all bit what abit much
GE1 | feel sad. 0 1 2 3 4
GE2 | am satisfied with how | am coping with my iliness. 0 1 2 3 4
GE3 | am losing hope in the fight against my illness. 0 1 2 3 4
GE4 | feel nervous. 0 1 2 3 4
GES | worry about dying. 0 1 2 3 4
GE6 | worry that my condition will get worse. 0 1 2 3 4

_ Not Alittle Some- Quite Very

FUNCTIONAL WELL-BEING at all bit what abit much

GF1 | am able to work (include work at home). 0 2 3 4
GF2 My work (include work at home) is fulfilling.

GF3 | am able to enjoy life.

GF5 | am sleeping well.
GF6 | am enjoying the things | usually do for fun.

B T W N NPT N NS

0
0
GF4 | have accepted my illness. 0
0
0
0

N NN N NN
W W WwWw W W
L L T

GF7 | am content with the quality of my life right now.

By circling one (1) number per line, please indicate how true each statement has been
for you during the past 7 days.

Not Alittle Some- Quite Very

ADDITIONAL CONCERNS at all bit what abit much
C2 | am losing weight. 0 1 2 3 4
C6 | have a good appetite. 0 1 2 3 4
P1 | have aches and pains that bother me. 0 1 2 3 4

P2 | have certain areas of my body where |
experience significant pain.

P3 My pain keeps me from doing things 1 want to do...
P4 | am satisfied with my present comfort level.

P5 | am able to feel like a man.

P6 | have trouble moving my bowels.

F7 | have difficulty urinating.

BL2 | urinate more frequently than usual.

P8 My problems with urinating limit my activities.

O 00 © 0 © © o o
4 A A A A a  a o
DN RNNNNRNN
W oW oW W W W W W W
O N N N O Y Y N

BL5 | am able to have and maintain an erection.
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APPENDIX D
Staging Nomenclature
Primary Tumor, Clinical (T)
X Primary tumor cannot be assessed
TO No evidence of primary tumor
T1 Clinically inapparent tumor not palpable nor visible by imaging
T1a  Tumor incidental histologic finding in 5% or less of tissue resected
T1b  Tumor incidental histologic finding in more than 5% of tissue resected
T1c  Tumor identified by needle biopsy (e.g., because of elevated PSA)
T2 Tumor confined within prostate*
T2a  Tumor involves one lobe
T2b  Tumor involves both lobes
T3 Tumor extends through the prostate capsule**
T3a Extracapsular extension (unilateral or bilateral)
T3b  Tumor invades the seminal vesicles
T4 Tumor is fixed or invades adjacent structures other than seminal vesicles: bladder neck,

external sphincter, rectum, levator muscles, and/or pelvic wall

*Note: Tumor found in one or both lobes by needle biopsy, but not palpable or reliably visible by

**Note:

imaging, is classified as T1c.
Invasion into the prostatic apex or into (but not beyond) the prostatic capsule is not
classified as T3, but as T2.

Regional Lymph Nodes (N) (include: Pelvic NOS, Hypogastric, Obturator, lliac, Sacral)

NX  Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Metsastasis in regional lymph node(s)
Distant Metastasis (M)
MX  Distant metastasis cannot be assessed
MO No distant metastasis
M1 Distant metastasis
M1a nonregional lymph node(s)
M1b Bone(s)
M1c Other site(s)
STAGE GROUPING
Stage | T1a NO MO G1
Stage Il T1a NO MO G2-4
T1b-T2 NO MO any G
Stage Il T3 NO MO any G
Stage IV T4 NO MO any G

Any T N1 MO/M1 any G
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APPENDIX E

_ - CTC Version 2.0
Publish Date: April 30, 1999

COMMON TOXICITY CRITERIA (CTC)

Grade
AdverseEvent o . .1 g 2 . 3 4
~ ALLERGY/IMMUNOLOGY -
Allergic reaction/ none transient rash, drug wurtlcaria, drug Tever symproniatic anaphylaxs
hypersensitivity fever <38°C (<100:4°F) .238°C (2100.4°F), bronchospasm,
(including drag fever) and/or asymptomatic requiring parenteral
tronichospasm nedication(s), with or
) without urticaria;
allergy-felated
edemafangloedema

Note: Isolated urticaria, in the absence of other manifestations of an allerglc of hyperserisitivity feactlor is graded inttie DERMATOLOGY/SKIN category.

Allergic thinitis none mild ndt requiring, moderate, requiring - -

(including sneezing, nasal treatment: tredtment

stffiness, postnasal drip)

Autoimmune reaction one sarologic or other ~evidence of reversible autoimmune autoimmune reaction
evidence of autoiminune fedetion réaction irvolving caisihg major grade 4
autoimmune reaction involving 4 non- function of @ major organ dysfunction;
but patient is esdential organ or organ or other adverss progressive and
asymptomatic (e.g, friction (e.g., everit (6., transiert frreversible reaction;
vitiligo), all ergan hypothyroidism), colitls of anemia), long-term
fanction isnormaland  requiringtreatment reqiiring short term adm tnistration ofhigh-
notreatmeritisrequired  other than fmmimosuppressive dose fmmuno-

immunosuppressive treatment suppressive therapy
dags required

Also consider Hypothyroidism, Colitls, Hemoglébir; Hemolysis.

Serum sickness none - - presert ‘ -

‘Urticaria is graded in the DERMATOLOGY/SKIN citegory if it ocours asan isolated symptoni. If it occurs with other manifestations of allergic or
hyp ersensitivity reaction, grade as Allergic raacﬁaﬂhypeumhivhy above.

Vasculitis none mﬂd, not requiring symptomatic, requiring  requiring steroids » ischemic changes or ‘
freatment ‘medication Tequiring amputation

Allergylmmunology - Other  none mild ‘moderate severe life-threatening or

(Specify, ) o . . . disabling

H ‘ _ AUDITORY/HEARING

Conductive hearing foss is graded as Middle earhearing inthe AUDITORY/HEARING category.

Earache is graded in the PAIN category.

External auditory canal normal external otitis with external otttis with external otitis with necrosis of the canal
erythenia or dry moi¢ desquamation dischirge, mastoiditis SOt tissue or bone
desquamation

Cancar Therapy Evaluation Program f Revised March23, 1998
Common Toxicity Criteria, Version 2.0
DCTD, NCI, NIE, DEES March 1998
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Grade
Adverse Event 0 1 2 3 4
Irmer earhearing normal hearing loss on ‘tnnitus or heaﬂm loss  tinnitas orhearing loss,  seversunilaferal or
audiomeétry only . ot requiring hearing correctable with hearing  bilateral hearing loss
aid or treatment ald o fréatmént {deafness), ndt
correctable
Middle ear/hearing normal sarous otitis without sarous otitls or infection  otitls with discharge, necrosis of the canal
subjective decreasein requiring medical misto!ditis or soft-tisaze or bone
hearing intervertior ‘subjactivé  conductive hearing loss
- dettease inhearing,
ruptare of tympanic
‘membrane with
discharge
Auditory/Hearing - Other normal mild moderate severe life-threaténing or
(Speclfy, ) disabling
BLOOD/BONE MARROW
Bone marrow cellularity normal for age mildly hypocsliular or mode’ma{yhyﬁoée]hﬂat severely hyposéltilar of  aplasia o >6 wéeks to
£25%redaction from o325 :550% >350 -s75%redaction  recovery ofnormal
normal cellularity for reduction from ndmial  in‘céllilarity forage'or  bone marrow cellularity
age cellularity for ageor>2 4 -6 weeks torecovery
bat <4 weeks to of normal bone marrow
recovery of normal cellularity
bone marow cellularity

younger adults (19-59)

-vidence of ed cell

60 -70%

cellularity average
older adults (260 years)- 50% cellularity

average
‘Note: Grade Bone marmrow cellularity only for ianges related to treatment not diseass. i
CD4 comt WNL <LLN - $00/mm® 200 -<500/mm® 50 - <200/mm® <50/mm®
Haptoglobin normal docreased T absent T
Hemopgiobin (Egb) ‘WNL <LLN-10.0 g/dl. 8.0-<10.0 g/dl 6.5-<B0g/dL <6:5 g/l

<LLN-100:g/L 80 -<100 gL 65.<80g/L <65glL
.2 mmolL 49.-<6.2 mmol/L 4.9 <4,0 mmol/L

4.0 -<4.9 mmolL
75% dires

AR

catastrophic

Hemolysis (e.g, immune none only laboratéry’ reqiiring trarisfusion
hemolytic anemia, drug- evidence of hemolysis destruction and 22gm and/or medical .consequences of
related hem olysis, other) [eg, direct antiglobulin  * decrease in hernoglobin,  intervention (e.g, hemolysis (e.g., renal
test (DAT, Coombs®) no'transfusion steroids) faflure hypotension,
schistocytes] bronchospasm,
em argency
splenectomy)
Also consider Haptoglobin, Hemoglobin:
Cancer Therapy Evaluation Program 2 Revised March23, 1998

Common Toxicity Criteria, Varsion 2.0
DCTD, NCI, NIH, DEHS March 1998
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Lymphopenia WAL <LLN - 1.0 %10°/L 20.5 -<1.0x 10°/L
<LLN-1000/mm* 2500 -<1000/mm®

ntheproocol = 1 v ;
Neutrophils/gramlocites N 2 5-<2.0x10’7L 21.0-<1.5x 10°/L
21500.- <2000/mm* 21000 -<1500/mm®*

PP s . A B

i

<LLN-75:0 x 16°/L 250.0-<75:0%.10°/L
<LLN -75,000/mm* 250,000

Transfusion: Platelets nonie -

Also consider Platelets.

20.5-<1,0%10°/L

75,000/nm®

Revised April 7, 2003
Page 3 of 35
. CTCVersion2.0
Publish Date: Apfﬂ 30,1999
Gradeé
Adverse Event [ 1 2 3 4
Leukocytes (total WBC) WNL <LLN-30%10°/L 2200-<3.0% 10°/L 21,0-<20x1°L <1L0X10°/L
i <LLN*3000/mm? 32000 ~<3000/mm® 21000.- <2000/mm’ <1000/mm*

2500 - <1000/mm*
posn o

ST s

210.0-<50.0% f0°/L <100 10°/L
210,000 - <50,0004mm®  <10,000/mm’®

yes platelet transfizdons and
other measures required
to' improve platelet
incremert; platelet
transfusion .
refractoriness assoctated
with life-threatening
bleeding. (6.g., BLA or
-cross matched platelet
‘ransfusions)

Cancer Therapy Evaluation Program 3
Common Toxicity Criterla, Version 2.0
DCTD, NCi, NIE, DEHS March 1998

Revised March23, 1998
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CTC Version 2.0

Publish Date: April 30, 1999

Adverse Event 0

Transtasion: pRBCs none

Also consider Hemoglobin.
Blood/Bone Marrow - Other  none mild inoderate severe 1ife-threatening or
(Specity, .. disabling
CARDIOVASCULAR (ARRHYTHMIA)
Conduction abnormality none asymptomatic, not symptomatic, but ot symptomatic and life-threaténing (e. g
Atrjovantricualar heart block requiring treatment requiring treatmenit requiring tréatment arthythmia associated
(e.g, Mobkz fypel- (e.g., Mobitz type 11 withi CBF, hypotension,
second-degres AV second-degree AV syncope, shodk)
blodk, Wenckebach) block, third-degree AV
block}
Nodal/jundtional none asymptomatic, not symptomatic, but not symptomatic and life-threatening (e.g.,
arhythmia/dyshythmia requiring treatment requiring treatment réquiring treatmert arrhythmia associated
with CHF, hypotension,
syncope, shock)
Plpitations none prosent - - -
‘Note: Grade palpitations only in the absence of a documentéd arrhythmia,
Prolonged QTc interval none asymptomatic, not symptomatic, but not symptomatic and life-threstening (e.g.,
(QT¢>0.48 saconds) requiring treatment réquiring treatment requiring treatmert arthythmis associated
with CEF, hypotension,
: . . y e symicope, shocky
Sinus bradycardia none asymptomatic, not mptomatic, but not symptomatic and life-threatening'(e.g.,
requiring treatment requiring treatment reqairing treatment arthythmia assoclated
with:CHF, hypctension,
ayncops, shodc)
Sims tachycardia none agymptomatic, not symptomatic, but not. symptomatic and -
requiring treatment requiring treatment requiring treatment of
underlying cause
Supraventricular arrhythmias  none agymptomatic, not symptomatic, but not symptomatic and life-threatening (e.g.,
{SVT/atrial fibriliation/ requiring treatment requiring treatment requiring treatment arrhythmia assoclated
flutter) with CHF, hypotension,
syncope, shock)
Syncope (falnting) is gradedinthe NEUROLOGY calegary. .. . 0 0 o0 oo e
Vasovagal episode none - préserit withoittJoss of  presert withloss of -
conselousnass conseiousnass
Cancer Therapy Evalation Program ‘Revised March 23, 1998

Common Toxicity Criterla, Version 2:0
DCTD,NCi, NIH, DEHS March 1998
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Grade

Adverse Event 0 1 2 3 4

Ventriaular arthythmia ‘none asymptomatie, not symptomatic, butnot symptomatic and life-threatening (e.g;

(PVCs/bigem ny/trigem iny/ requiring treatment requiring treatmerit requiring treatment arthythmia associated

vertricular tachycardia) with CHF, hypotension,

synoope, shodk)

Cardiovasailar/ none asymptomatic, not symptomatic, but not symptomatic, and life-threatening:(e.g.,

Arthythiniz -Other requiring treatment requiring treatment requiring treatmett of arrhythmila associated

(Spectty, ) underlying cause with CHF, hypotension,

syncope, shodk)
e s CARDIOVASCULAR (GENERAL) e
Acute vascular leak bsent - syfiptomatic, buf ot~ respiafory éomipromise  Hife-threateriing;
syndrome requiting fluid support orrequiring fhifds requiring pressor
' support and/or
ventilatory support
Curdiac-ischemia/infarction  none non-gpecific T - wave asymptomatic, ST -and  angina withoutevidence  acuté myocardial
flattening or changes T - wave changes of infardtion infarction
Sggestingischemta
Cardiac et vertricular normal asymptomatic decllne  asymptomatic but CHF responsive to severe o refractary
function ofrésting ejection resting ejection fractfon  treatment CHF or requiring
fraction of 210% but below LLN for' tntabation
<20% of baseline valug;  laboratory or decline of
shortening fraction resting ejection fraction
224% bitt <30% 220% of baseliné value;
<24% shortening
faction

CNS cerebrovascular tschemlia is graded inthe NEURQLOGY categery.

Cardiactroponin] (¢Tnl) normal - - levels consistert with levels consistert with
unstable.angina as myocardial infarction as
defined by the defined by the
manufactirer manufactitrer

CardiactroponinT (¢THT)  normal 20,03 - <0.05 ng/rl. 20,05 - <01 ng/mL 20.1°-<0.2'ng/mL 20.2 ng/mL

Edema none asymp tie, not Symp tic, requiring  symptomatic edems. anasarca (Sevse X

recuiring therapy ‘therapy limiting function and generalized edema)
unrespongve to therapy
of requiring drug
discontinuation

Hypertension none asymptomatic, transiert  recurrent or persistent requiring therapy or hypertensive crisis

increase by>20mmHg  or symptomatic inqease  more intenisive therapy

(diastolic) or to' by >20 mmHg than previously

>150/100* if previously  (diastolicyorto

WNL; not requiring >150/100* if previously

treatment WNL; not requiring

freatmert

*Note: For pediatric patients, use age and sex appropriate normial values >95th percentile ULN.

Revised March23, 199§

Cancer Therapsy Evaluation Program
Common Toxiclty Criteria, Version 2.0

DCTD, NCi, NiH, DHES March 1998
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Grade
Adverse Event 0 1 2 3 4
Hypotension nons changes, but not requiting brief fuid requiring therapy and shock (assoclated with
requiring thierapy replacement o other sustained medical scidemia and impairing*
(including transient ‘therapy but not attention, but resolves vital organ fimetion due
orthostatic hypotension)  hospitalization; no without persisting 1o tissue hypopertasion)
physiologic phystologic '
-consequenices consaqiences
Also consider Syncope (fainting).

Notes: Angina or MI is graded as Cardiac-ischemia/infarction inthe CARDI_OVASCULAR; (GENERAL) category.
For pediatric patients, systolic BP65 mmHg or less in infants up fo I year ol and 70 mmHg or less in children older than 1 year of age, suse two successive

orthree measurements in 24 Kowrs.

Myocarditis none - L CHF responstve to severs o refractory
- . O ... NN, ... N
Opeative frijury of none primary suhire repalr primary suture’t epair vasculat occlusion myocardial infarction;
vein/artery - for Infury; but net for Infury; requiring requiring sirgery or tesection oforgan (e,
requiring transfusion transflsion bypass for injury. bowal, lirab) ’
Perfeardial sffusion/ none agymptomatic effislon,  pericarditis qub,;ECG  with physiologic tamponade (drainage or
pericarditis notrequiring treatmert.  -changes, andor chest eonseguences perjcardial window
pain) required)
Periphera! arterial lschemid none - trief episode of requiring surgical life-threatening or with
ischemia manggednon-  intervention penianent fanctional
srgically and without deficit (a.8.,
» _ permanent défjcit amputation)
Phlebitis (superficial) none - present - -
HNotes: Infection stte reaction’ls graded 1n the DERMATOLOGY/SKIN category.
Thromboss/embolism is graded inthe CARDIOVASCULAR (GENERAL) categery.
Synwpe'(falnﬂng) is graded inthe NEUROLOGY categdty:
Thrombosis/embolism nons - déep velfi tirombosls, desp veln thrombosls, smbolic event induding
not requiring requiring articoagulant”  pulmonary embolism:
_ aticoagular tewy

Vein/artery cperative injury is graded as Operative tnjury of vel/artery In the CARDIOVASCULAR (GENERAL) category.

Wfe-threatening or with

DCTD, NCi, NIH, DHHS March 1998

Visceral arterial ischemia norie - beief eplsode of requiring surgical

(non-myocardial) fschemia managéd non-  intervenition permanent fanctional
srgically and without defictt (.g., reséction of
permnes defiok Joum)

Cardiovasaalar/ none nmild moderate severs life-threatening or

Generdl - Other disabling

«(Specify, D

‘Cancer Thetapy Evaluation Program Revised March23, 1998

Common Toxicity Critera, Verslon 2.0
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-Grade
Adverse Event 3 1 2 3 4
COAGULATION
Note: See the EEMORRHAGE category for‘g‘radhgwthe severity of bleeding ‘eveht's' )
pIC ) absent - ) - laboratory findings " iaboratory findings and
(disseminated intravascuilar presart withno bleeding’
coagulation) bleeding

.Also consider Platelets.
Note: Must have increased fitrin spﬂt products or D-dimer in order to grade as DIC.
Fibrinogen ” 30.5.<0.75 x LLN

©2025.<05xLIN  <025xLLN

Pattial thromboplagtintime ~ WNL >ULN-$1.5x ULN >155-22 x ULN >2 x ULN -

T

Phlebiris is graded in the CARDIOVASCULAR (GENERAL) citegery.

Prothrombin time (PT) WNL >ULN -51.5x ULN >15.22x ULN 32x ULN -
Thrombosls/embolism is graded inths CARDIOVASCULAR (GENERAL) category.

Thrombotic absent - “ laboratory findings laboratory findings and
micoangiopathy (e.g, presert. without clinical clinical consequences,
thrombotic consedences (e.g., CNS hiemorrhage!
thrombocytop enic bleeding or tromibosis/
purpura/TTP or hemolytic embolism or renal
wemic syndrome/HUS) failare) requiting:

eutie int

Coagrilation - Other .mone mild moderate ssvere life-threatening or
(Specify, ______) disabling

. _____CONSTITUTIONAL SYMPTOMS =
Fatigue noné increased fatigue over mioderate {¢.g, decrease  severe(e.g, déxeasein bedridden or disablirig

(lethargy, malaise, asthenia) baseline, but not Inperformance status performarice status by
n.lm{qgnomu’l by 1 ECOG level or 52 BCOG levels o 40%
activities 20% Karnofky or Karnofsk i o Lansky) o
Larskyy ¢r caudng lossofabllityto
difficulty performing perform some activities
some activities

Note: See Appendix 111 for performance status scales.

Cancer Therapy Evaluation Program 7 Revised March 23, 1998
Common Toxlcity Criterla, Version 2.0
DCTD, NCi, NIE, DEHS March 1998
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ande
Adverse Event 9 1 2 3 4
-Fever (In the absence of none 380-39.09C(100.4- 391 -400°C(1023-  >40.0%C (-104.0°F) for  >40:0°C (104.0F) for
naxtropenia, where 102.2°F) 104.0°F) <24t >24lrs
neutropenta is defined as
AGC <10 % 10°%1)
Al consider AllergicreactionMypersensitivity.
“Note: The temperaturé measaréments listed abové aré oralor tympatic.
Hot flashey/flushes ire graded inthe ENDOCRINE category.
Rigors, chills none nild requiring severgand/or. ot responsiie to -
symptomatic reatment  prolonged, requiring nareotlc medication
(e.g, blanket)ornan-  Tarcotic medicatfon
narcotic medication
Sweating normidl mild and oceasional faquient o drenching - -
{diaphoresis)
Weight gain <5% 5-<10% 10 -%20%. 220% .
Also consider Ascltes, Edema,_ Pleurdl effasion (rion-malignart).

HEMORRHAGE category, it inthe DERMATOLOGY/SKIN category.

Congitutional Symptoms - Tors mild moderate severe life-threatening or
Other disabling
(Specify, ) o )

e , DERMATOLOGY/SKIN

Alopecia normal mild hair loss ponounced halr loss - :

Bruising none. Jlocalized orin generalized - .

(in absence of gradé 3 or 4 depéendert.area

thrombocytopenie)

Note: Bruisirig resulting ffom prade 3 or 4 throrbocytopena fs graded as Petechias/purpura’and Hemorthage/bleeding with grade 3 or 4 thrombocstopenta in the

Dry «in normal conirolled with not controlled with - -
emollients emollierts
Ergthemamultiforme (e.g,  dbsent - xcattered, bur ot severe o requiring 1V life-threatening (e.g.,
Stevens-Johnson syndrome, gerieralizéd eruption flnids (e. g, generalizéd  exfoliative or ulcerating
toxic epidermal necrolysis) radi o painfuil ‘dermatitis or requiring
atomtitis) enteral or parenteral
) ] ) nutritional ;t;pport)
Flushing absent present - - -
‘Hand-foot skin reaction ‘none skeini changes or. in changes withpain,  skin changes withpain, -
dermatitis withoutpain ot Intefferinig with interfering with
(e, arythema, peeling)  funciion function
Injection sitereaction mone pain o fching of pain or swelling, with ulceritiofi or necrosis -
erythema fiflammation or that is severe or
phlebitis prolonged, orrequiring
surgery
Cancer Therapy Evaluation Program Revised March23, 1998

Common Toxicity Criteria, Version 2.0
DCTD, NCI, NIH, DHBS March 1998
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Grade’
Adverse Event o 1 2 3 4
Nail changes -normal discoloration or ridging  partial or complete loss - -
(koflonychia) orpitting - of nail(s) or:pain in
‘naiibeds
Petechize isgraded inthe BEEMORREAGE categery, . RO e
Photosensitivity rione " painless erythema patnfil érythema’ efsthems with -
desquamation
Pigmertation chingss (e.g,  none localized pigmentation  geieralized - -
viiligd) changes Ppigmentation changes
Pruritus none mild o localized, initense or widespread, intense or widesmread -
relieved spontaneously  felleved spontaneotisly  and poorly controlled
or by local meagures ot 'by systeric measures  despits freatmient

" Purpura s graded in the HEMORRHAGE category.

Rash/desquamation mwne

Also consider Allegicreaction/hypstsensitivity.

maculer or papular:
eraptiori or erythema
without assoéiated
symptoms

macular or-papilar

“auption or erythema

with priritus of other
assoclated symptoms
coViering <50% of body
srrface orlocalized
desquamation or-other
lestong covering <50%
of body surface aréa.

generalized exfoliative
dermatitis or ulcerative
‘dermatitis

symptomatic
generalized

& throderma or
macular, papalaror
vesicalar eruption or
desquamation covering
250% of body surface
e

Cincer Therapy Evaluation Program
‘Common Toxicity Criteria, Version 2.0
DCTD, NCl, NIE, DBHS March {998

Revised March 23, 1998
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Grade
Adverse Eveit 0 1 2 3 4
Urticaria none requiringnomedication  requiring PO or topledl  requiring IV medication -
(hives, welts, wheals) treatment or IV or steroids for 224
‘medication or sterolds’  hotrs
for <24 howrs
Wound-infections none celiulitis speficlal infection ifactionrequiring IV necrotizing fasciitis
I e . . _entibioties: y .
‘Wound-non-infectious none incisfonial separation incisional hernia faselal disuption fascial disruption with
without evisceration evisceration
Dermatology/Skin - Othet rione mild moderate severe life-thréatening or
(Specify, ___--.) «disabling
e ENDOCRINE
ce (e.g, absent - present . .
moon face, buffalo hump,
centripetal obesity,
cataneous siriad)
. Also contide Hyperglycemia, Hypokalemia.
Femlhlmlun ofmale absent - - presert -
Gynecomastia none mild Jpronounced or painfil  pronownced or painfll -
e . . e _ Spdrequiringsurgery @0
Hot flashey/flushes none mild orno more than 1 moderatq and greater - -
o per day . than | per ddy e .
Hypothyroidism absent tic, TSH ‘symptomstic orthyroid  patfenthospitalized fof  myxédema coma
elevatad, no therapy ‘replacement tréatinernt manifestations of
glven glven hypothyrodism
Masculinization of female  abserit . - presert .
SIADH (syndrome of sbsent - - preseri .
inapprepriate antidiuretic
hamone)
Endocrineé - Other none mild moderate severe iife-thréeatening or
o . | disabling
L . GASTROINTESTINAL
Amylast is graded in the METABOLIC/LABORATORY category. e o
Anorexia none loss of appetits ocalirtakce sgnificartly  requiring’ 1V fluids requiring feeding tube
. L . i cGecTeased ... ,.or pararteral mutrition
Ascites (non-malignant) -nong agymptomatic symptomatic, requiring  symptomatic, requiring  life-threatening
diuretics therapeutic paracertesis'  physiologic
. consequences
Colitis none - abdominal pain with abdominal pain, fever,  perforation or requiring
‘mucuis andfor blood in chiahge in bowel habits surgéry or toxic
£00] with fleus or peritonéal  megacolon
slgns, and radiographic
or biopsy:
docum entation
Alss conslder Bemorrhage/bleeding with grade 3 ¢ 4 thrombiocytoperita, Bemdrrhage/bleeding without grade’3 ar 4 thrombocytopenia, Melena/Gl blesding,
Rectal bleedingh hezis, Hyp 0
Congtipatian fione Fequiritig stool ‘softener  requiring laxatives obstipation requirlng obstrizétion or'toide
or-dietary modification marmial ¢vacuation or megacolon
M
Cance Therapy Evaluation Program 10 Revised March 23, 1998
Common Torlcity Criterla, Version 2.0
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Gade
Adverse Event 0 1 2 3 4
Dehydration none dry mucous membranes requiring TV fitd requiring 1V fluid phystologie
andjor dimfnished &fn  replacement. (brlen replacein ent (sustained)  conseguences reguiring”
turger ‘intensive care;
hemodynamic collapse
Also consider Diarthea, Vomiting &amatltislpharyngitis (ora]/pharyngaal mijcoaitis), Hypaténsion.
Diarthex . none’ increase 6f<4 frictéase of 4-6 increase of 27 physiologic
patients without colostomy: stoowday over pre-- Sool.vjday, or nocturnal stoole/day of consequences requiring
treatment £ools incontinence; or need Intensive care; or
for parenteral support Hemodynamic collapse
for dehydration ~
patients with a colostomy: one mild increase inloose; moderate increase in severe increase inloose,  physiologic
watery ¢colostomy loou, ‘watery colostomy ~ watery colostomy ‘consequences, Tequiring
output compared with ouitput compmd with output comparéd with inténsivé care; of
pretreatmert _pretreatment, bizt not pretreatmeént, interfaring  hemodynamic collapsa
‘nterfering witinormal ~ with normal activity

Also consider Hmonhagdbleedmgwith grade3 or 4 ttn-ombocytoperda, Bemorrhagelb]asdingvdmom grade 3or'd mrambocytop enia, Pain, Déehydration,

Hypotension.

Duodenal ulcér {requires none - Tequiring medical uncoritrolled by perforation or bleeding,

radlographic or endoscopic ‘managem erk or non-- outpatient medical Tequiring emergency

docam entation) swrgical treatment management; requiring  surgery

- e hosphalization

-Dyspepsiaheartbarn nore mild moderate sevare .

Dysphagia, esophagttis, none’ mild dy.sphagts, bu can  -dysphagia, requiring dysphagla, requiring IV complEte obstruction

odynophagia (patrifal eat regilar diet predominantly pureed, hydration (cannot swallow saliva)

swallowing) soft, or liquid diet requiring erteral or
parenteral mtritional
support, or parforation

Note: Ifthe adverse event Lsradla:ion—related, mde stther mder Dysphagia—esop}ngeal related to radiation or Dysphaglaphz'yngeal related to radiation.

f’kﬂ:hmphsgeal’ one - . preserk requiring srgery.
Fishile intestinal none - - presert requiring srgery
Cancer Therapy Evaluation Program 1 Revised March 23, 1998

Common Toxlcity Criteria, Version 2.0
DCTD, NC1, NIH, DHBS March 1998
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Grade

Adverse Evet 0 1 2 3 ‘.

Fistuila pharyngeal none - - preseri- requiring srgery

Fistula tectaVanal mone - - prgserk requiring surgery

Flatulence nons mid " ‘moderite - : )

Gagriculeer none - S tei;uirmk ‘medical bbleeﬂl'ng without 'perforatlon orbleadug;

(requires radiographic or managem ert or non- perforation, uncon- requiring emergency

endoscopic documentation) ‘sirgical treatment tolled by outpatient. surgery

miedical manaetn ent;
requiring hosp ftalization
drsurgey”

Also consider Hamorhage/bleading with grade 3 or 4 thrombocytopeniz, Hemorrhagerbieeding without grade 3 or 4 thrombocytopenia,

Gagritls ‘none - requiring medical uncontrolled by cut- life:threatening
management or non- patient medical bleeding, requiring
srgical treatment mandgement; requiring  emergency srgery

: hospitalization or
airgery

Also conslder HQmorrhagelbleedfhg with grade3 oﬂ: thrombocytopeniia, Egmon-hagelbjeedlng without grade 3 or i!_tllpox_nbocxtop_grﬂa._

Hematemesls is graded inthe HEMORRHAGE categery.

Hematochezia s graled in the HEMORREAGE category as Rectal blesding/hemstochezia

Tieus (or nearoconstipation)  none - } intermittent, not requiring non-smrgical  requiring surgery

o o Dequiingintervertion”  intervention

Mouth dryness normal mild moderdte - -

Mucosttis

Notes: Mucositis not due to radiation is graded inthe GASTROINTESTINAL category for spacific sites; Colitls, Esophagitis, Gastritls, Stomatifi/pharyngitis

(oral/pharyngeal mucositis), and Typhlitis; or.the RENAL/GEHTOURTNARY category for Vaginitis.
Radiation-related itis is graded as Mucositis due toradiation

Nausea none able to it oralintake significantly  no’significant iritake, -
decreased requiring IV fluids
Pancreatitis nons - sbdominal pain with complicated by dhock
pancréatic enzyme (acife cireulitory
elevation failure)
‘Also consider Hypotension.

Note: Amylase Ls graded irithe MB’I‘ABOL]C/LABD&ATORY category.

Pharyngitisis graded in the GASI‘ROINTBTINAL category a3 Sbomatlthlpharyngiﬂs (aanharyngeal mucosid.s)

Cancer Therapy Evaluation Program 12
Common Toxicity Criterls, Version 2.0
DCTD, NCi, NIH, DEHS March 1998

Revised March 23, 1998
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Grade

AdverseEvet R . L E R 4

Proctitis noné’ increased stool Increased stool’ tneréased stool fre- perforation, bleeding or
frequency, oc¢asiondl fequency, bleeding quency/diarthearequir-  necrosis or-other life-
blood-sireaked stoolsor  mucus discharge, or ing parenteral support; threatening
roctal discomfort rectal:discomfort rectal bléedingrequit-  complication requiring
(in¢tuding hémorrhoids)  requiring medicatiori; ingtransfusion; ¢r per-  surgical intervention
not requiring anal fissire sigtent mucus digcharge,  (e.g;, colostomy)
medication necessitating pads

Also consider Hetnorrhigefblesding with grade 3 or 4 Hrombocytopenta, Bem orrhiage/bleedling withoiit grads 3:or 4 thirombocytopents, Pain due to radiation.
Notes: Fistula Is graded separately as Fistiilarectalanal

Proctitls ocarting more than 90 days atter the start of radiation therapy'is graded inthe RTOG/EORTC Late Radiation Morbidity Scoring Scheme. (Seé
Appendix IV)

Salivary gland changes none slightly thickeried thick, ropy, stidcy - acute salivary gland
saliva, mayhave saliva; markedly altared necrosis
slightly altered taste ‘taste; alteration in diet
(e'g, metallic); Tequired
additiona! flaids may be
required
Sense of smell normal dlightly dltered  maikedly altered - -
Stomatitis/pharyngitis none painless ulcers; painful erythema, palriful erythema, severe ulceration or
(oral/pharyngeal mucositis) erythema, of mild sdema, or ulcers, but. edema, or ulcers retires parenteral o
sereness inthe'absence . i éat or swallow tequiring I'V hydration  enteral nutritional
oflesions support or prophylactic
intubation

: i
Note: Radiation-related muicosits is graded as Mucostis due to rgdlaﬁqn

Tasts disturbance normal Qightly altered” makedly altered B .
(dysgeusia)
Typhlitis o none - - abdorninal pain, perforation, bleedinig'or
(inflammation ofthe cecumn) diarthea; fever, and Tiecrosis or other life-
radiographic orbiopsy.  threatening
docuim entation complication requiring
sirgical iitéevention

(CR colostomy)

Also consider Hemorrhags/biesding with grade 3 o 4 thrombocytopenis, H ém orrhagé/lesding without grade 3 or 4 thi ombocytoperita, Hypotension, Fébrile
neutropenia.

Volﬁlting none 1-eplsodein24 'hours 2-5 eplsodesin24 hours 26 episodesin 24 howrs  requiring parenteral
ovar pretreatment over prefréatment over pretreatmertt; or nutrition; or physiologic
need for 1V flulds conssquences requiring
intensive care;
‘hemodynamic collapse
Also consider Déhydration.
Weight gain is graded in the CONSTITUTIONAL SYMPTOMS category.
Welgit loss is graded in the CONSTITUTIONAL SYMPTOMS category.
Gagrolnteginal -Othie niotie mild moderate severs Hife-threstariing or
(Specity, _______ ) disabling
Cancer Therapy Evalation Program 13 Revised March 23, 1998
Common Toxlcity Criteria, Version 2.0

DCTD, NCi, NIE, DEHS March 1998
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Adverse Event [}

Grade
2

HEMORRHAGE

Notes: Transfusior in this section refersto pRBC infasion

For any bleeding with grade 3 of 4 plateléts (<50,000), always grade Hemorrhage/bleeding with grade 3 or 4 tirombocytopenia. Also consider Platelets,
Transfusi oni: PRBCs, and Transfasion: platelats in addition to grading sevetity by grading the site or type ofbleeding.

g that incorporates the gite of bleeding: CNS Hemorr}Ege}bleeding, Hematuria,
ding with surgery, Melena/lower G bleeding, Petechiae/purpura (Hemorrhagé/bleeding it sin); Rectal

1f the site or type of Hemarthage/bleeding (s llsed, 4lso use the gradin

Hematemesis, Hemoptysis, Hemorthagé/bleeding
bleading/hematochezia, Vaginal bleeding.

1fthe; phulet count s 250,000 and the site.ortype of bleeding is listed, grade the specific slte If the site or type s not Itsted and the platelet count is

250,000, grade Hemorrhage/bleeding without grade 3 or 4 thrombocytopenia and spécify the'site or type in the OTHER catégory.

Hemorthage/bleeding with none miild without feduifing transfusion catastrophi¢blesding,
grade3or4 trarisfiision requiring major non-
thrombocytopeniz elective intervention
Also consider Platela.s Hemoglobm, Transfusion: platelets, Transfuson: pRBCs, sfte or type of bleeding, 1fthe siteis not liged, gradeas Hemon}nge-or.har
{Specity sits,

Note: This adverse evert mug be praded forany bleeding with grade 3 or 4 thrombocytopmlz

Hemorihagébleeding none mild without requiring transfusion -catastrophic bleeding
without grade 3 or 4 transfusion requiring major non-
thrombocytopenia elective inte'vention

Also consider Platelats, Hem oglobin, Transfusion: platelets, Transfusion: pRBCS ‘Hemorrhage - Other (Specifysite; - .. - - - ).

Note: Bleeding in the absence of grade 3 or 4 thrombocytopenta is graded here orlly ifthe gecific stte or type orlileed:}'hg fs not listed elsewhere Inthe
HEMORRHAGE category. Also grade as Other inthe HEMORRBAGE category.

CNS hemorrhage/bleeding mone - - bleéding noted on'CT or.  hemorthagic stroke or
other sean with'no hemorrhagic vascular
clinical consequences event (CVA) with

neurologic signs-and
symptoms

Epistasis -hohe riifld withoizt’ - reuiring trénsfiision catasirophi¢bleeding,

transfision requiring major non-
elective intervertion

Hematemesis ‘none mild without - requiring transfusion catastrophic bleeding,

transfasion feqiiring major norni-
-elective intarvention

Hematuria . none microscopi¢ orily intermittent gross perdstent gross: Open SUrgery. or necrosis

{in the absence of vaginal ‘bleeding no clots bleeding or clots; may or desp bladder

bleeding) require catheterization  uilceration
or Instramenitation, or”
fransfasion

‘Hemoptysis none mild without . requiring transfasion catastrophi¢ bleeding,

transfusion requiring major nori-
. o " " . N " - e . " elemve h’ltﬂenﬂon

Hemorihage/bleading none mild without . requiring transfusion catastrophic bleeding,

aséociated with argary. transfusion requiring major non-

elective intervention

Note: Expected blood loss at the time of surgery is riot graded as an adverse event.

Melena/Gl bleeding none mild without - requiririg transfiision catastrophic bleeding,

transfasion. requiring major non-
«slective intavention
Cancer Therapy Evatilation Program 14 Revised Marchi 23; 1998
Common Toxicity Criteria, Version 2.0

DCTD, NCI, NIH, DEES  March 1998
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Grade
Adverse Event 0 1 2 3 4
Petechias/purpura. none rare petecHu of skin pétséhlae a:purplm'ln generalized petechiae or -
(hemorthage/bleeding into dependert areasof skin  purpird of skin or
#in or mucosa)’ petechide ofany’
mucosal site
Rectal blesding/ one mild without persistent; requiring reqiring transfision catastrophic bleeding,
hematochezia trénsfusion or medication (e.g., Sterofd requiiring major nion-
medication auppositories) andor elective intarvention
brgal-from radiation
‘redment
Vaginal bleeding none spgtﬁng, requiring <2: qulrjng 22 pads per requiring transfusion catastrophic blesding,
pads per day “day, bt not réqairing Téquiring majer nion-
trans fasion elective intervention
Hemorrhage - Other norie mild without - requiring transfusion catastrophic bleedirig,
(Specitysits, __________ ) transfision requiring majer non<
e e sebectivé intervention
HEPATIC
Akkaline phosphatase WNL >ULN.-2.5 *ULN >25-5.0 x ULN >5,0.-20.0 xULN >20:0x ULN
WNL SULN -1.5 x ULN '>1.5-3.0% UEN 3.0 10{0 X ULN >10:0x ULN

>ULN -2.5x ULN

<LLN.-3 g/dL.

52.5-5.0 x ULN

>5.0-20.0x ULN

>20.0x ULN

Hypoalbuminem WNL <2gdl -

Liver dysfmetion/ failure nornid) - - asterfxis encephalopathy or coma

(clinical)

Portal vein flow normal - decreased portal vein reversalirétrograde -
flow portal vein flow

SGOT(AST) WNL >ULN -2.5x ULN >2.5-5.0 x ULN »5.0-20.0 x ULN >20.0 X ULN

(serim glutam ic oxaloacetic

transaminase)

SGPT (ALT) WNL >ULN -2.5 X ULN >2.5-50 x ULN >5,0-20.0% ULN 320.0x ULN

(serum ghatamic pyruvic

fransaminase)

"Hepitic -Other none: mild modérate severe life-threateriing or

(Specity, - . ) disabling

INFECTION/FEBRILE NEUTROPENIA
Catheter-rélated infection none milld noadtive moderate, localized ‘life-threatening sepsis
treatment infection, requtritig (a.;, septic shock).

local or .ordl freatmert

Cancer Therapy Bvalnation Program
Common Toxicity Criteria, Version 2.0
DCTD, NCI, NIH, DHES March 1998

Revised Mar¢h 23; 1998
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Grade
Adverse Eveit 0 1 2 3 4
Felrile neviropenia none - - Presert Life-ttreatening sepss
(fever of unknown origin (6.8, septic shock)
without clinically or
micobiologically
dociim'ented infection)
(ANC <1.0x 10%L, fover
238.5°C)
Also consider Neatrophils
Note: Hypothermia instesd of feyer maybe assoclated with neutroperila and is gradedhere.-
Infeotion (documented Tone. - w presert lifé-thrediening sepsis
clinfcally or . {e.g., septic shock)
microbiologically) with
grade 3'or 4 neatropenia
(ANC<1.0% 10%L)
Also consider Nextrophils

Notes: Hypothermia Instead of fever may be assoclated with neutropenia and is graded hire,
Inthe sbsence of documerited infection grade 3 or 4 nattropenta with fever I graded as Fetrlle neutropenia.

life-threatening sepis

DCTD, NCI, NIH, DEHS March 1998

Infaction with unknown none - B pressnt
ANC (&£, septic ghiock)
Note: Thisadvarse event c:ltel_in s used inthe rare case when ANC i urknowm. o ) o o o
Infection without none mild, no active moderate, localized severe, systemic lifé-threatening sepals
neutropenia treatment infection, requiring infection, requiring IV. (e., septic shock)
local or ofal treatmérnt antibiotic or antifungal
treatment, or
hospitalization
Also conside Netrophils
Wound drifectious is graded In the DEKMATOLOGY/SKIN category.
Infection/Febrile none mild ‘moderate severe {ifé- thredtening or
Netitropenta - Other disabling
(Speelfy, ) e e e
LYMPHATICS
Lymphatics normal mi1d lymphede mioderate Iymphedema  seViere lymphed severs lymphedenia
_requiring compression;  Mmiiting functiori; limiting funiction with
lymphocyst Iymphocyst requiring ulceration
Lymphatics -Other none mild modérate severe life-threatening or
(Specify, _—_____J disabling
METABOLIC/LABORATORY
Acidosis normal pH <niormal, but 27.3 B pH<T3 pH <13 with life-
(metabolic or réspiratery) hreatening physiologic
conseqiences
Akalods normal pH>namal, bt €75 - PESTS PHST.5 with life-
(mekabolic or respiratory) ’ threatening physiologic
' . e . . e e Sonseqences
Anyis e SUNISRUN LS 20xUN ___ >20-SOXUIN _ >SOxUIN
Bicarbonate WNL, <LLN - 16:mEq/dl: 11 -15 mBq/dL 8- 10 mBg/dL <§ mEgdL
Cancer Therapy Evahuation Program 16 Revised March 23,1998
Common Toxicity Criteria, Version2,0




Common Toxlcity Criterla, Verslon 2.0
DCTD, NCI, NIE, DEHS March 1998

Protocol ID00-089
Revised April 7, 2003
Page 17 of 35
. CTCVersion2.0
Publish Date: April 30, 1999
Grade
Adverse Event 0 1. 2 3 4
¢34 WNL >ULN -2.5 % ULN. >25-SxULN >5 10X ULN >10XULN
(creatine phosphiokinase) e o e
Hypercalcemia- WNL >ULN - 115 mg/dL >12.5-135mgdL >13.5 mg/dL
. e >ULN -2.9 mmol/L n; © . >31-34mmolL >3,4 mmol/L
Hypercholesterolemia WNL SULN -300 mgfdL. >300-400mgidl, ~ >400-500mgidl.  >500mg/dl
>ULN -7.75 mmol/L »7.75 - 10.34 mmol/L: 310.34 -12.92 mmolVL  >12.92'mmoVL
Hyperglycemia WNL SUEN 160 mg/dL, >160 - 250 mg/dl: $350 - SO0 /AL 5500 mgfdL
>ULN -8.9 mmol/L >8,9-13.9 mmolL >13.9 -27.8 mmol/L >27:8 mmoVL o
Hypetkalerla WNL >ULN -5.5 mmol/L, 23.5-60mmolL,  >6.0-7.0mmolL >7.0 mmolL
Bypermagnesemia WNL SULN -3.0 mg/dL - »3.0-8.0mgfdL >8.0 mg/dL
) >ULN - 1,23 mmol/L ) >1,23 - 3.30 mmol/L >3.30 mmoVL
.Hypermtremia WNL >ULN - 150 mmol/L >150 -:155 mmoVL >155 160 mmolL >160 mmoVL
Hypertriglyceridomia WL ULN-25XULN _ >25-50X ULN >SO-I0XULN _ >10XULN
Bypenricemia WNL >ULN -<10 ing/dL . >ULN - <10 mg/dl >10 mg/dL
£0.59 mmol/L without’ <059 mmoV/L with >0.59 mmoVL
physiologlc physiologic
consequences consequences
mvmdehmorMBSMOngmwmgCrpatkune,Hypeﬂ;alemh ~ ) o L o
Hypocalcemia WNL <LLN -80 mg/dl 7.0 - <80 mg/dL 6.0 -<7.0mg/dL <6.0 mg/dL
<LLN -2.0 mmol/L 175 +<2.0 mmoVL 1.5 - <175 mmoVL <1.5mmolL
Hypoglycemia WNL <LLN -55 mg/dL 40 - <55 mg/dL 30- <40 mgfdl <30mg/dL
<LLN -3,0 mmol/L 22-<3.0 mmol/L 1.7-<22mmolL <17 mmoVL
Hypokalemia WL C<LLN-30mmodl - 2.5-<3.0mmolL. <2.5mmolL
Hypomagnessmia WNL <LLN-12 mg/dL 09-<1Zmpd 07 -<0.9 mp/dL <0.7 mgrdl
<LLN - 0.5 mmol/L 0.4 -<0.5' mmol/L 0.3-<0.4 mmoV/L <0.3mmolL
Hyponatrérila WNL <LLN - 130 min6l/L - ) 130 -<130mmoVL. <120 mmolL
Hypophosghatemia WNL <LLN 2,5 mg/dL 20 -<2.5mpfdl 21.0-<2.0mg/dl <1.0mg/dL
) - <LIN-08mmol/L 20.6-<0:3mmolL 20.3-<0.6mmolL <03 mmoT
Eyppmymidx‘m {s graded in the ENDOCRINE category. . B ) ) ) ) L )
“Lipase o WL >ULN-LSXULN  >13:20 X ULN 52.0-50X ULN  »5.0XULN
Metaboli¢/Laboratory - none mild moderate savere life-threatening or
Other (Specify, disabling
)
e . _ MUSCULOSKELETAL
Arthralgia is graded in the PAIN categary.
Arthritis none mild pain with moderdte pain with sevére pain with disabling
inflarmation, aytherha  inflammation, inflammatior,
orjoint swellingbutnot  -arythema, or joirit erythema, orjoirit
interfering with swélling irterfering swelling and iriter feririg
funation with fnction, buthat ~ with activities of daily
inter fering with living
activities of-dally living
Cancer Therapy Evaluation Program 17 Revised March 23, 1998
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Gradé
Adverse Everit 0 1 2 3 4
‘Muscle weakness normal’ agymptomatic with symptomatic and symptomatic and ‘bedridden or disabling
(ot duze to neuropathy) ‘weakness on physical Interfering with interfering with
exani finctioh, bt not activitiés of dafly living
interferinig with
e satviesof dalyIiving
Myalgia [tendemess or pain in muscled] Is graded inthie PAIN category. . TRV ..
Myosttis none mild pain; not pain interfering' with patfj interfering with bedridden or disabling
{nflammation/damage of”" irterfering with fariction; but not function and interfering
muscle) finction inter fering with with activities of daily
activities of daily living  living
Also conside CPK.
Note: Myositis implies muscle damage (Ls., elevated CPK).
Osteonecrosis none agymptomatic and symptomatic ahd symiptomatic arid syinptomatic;.or
(avascular necrosis) detected by imaging Titerfering with interfering with disabling
only finetion, butnot activities 6f daily living
tertering with
-adtivitles of dally ltving
‘Museulodkeletal - Other none mild moderate sévers life-threatening or
(Specify, ) disabling
NEUROLOGY
Aphasia, receptive and/or expressive, 1§ graded under Spesch impatrment in the NEUROLOGY catégory.
Arachnoiditiymeningismins/  absant mild painnot interforing  moderats pain . severe pain interfering  uriable to fnction of
radiculitis with function nterfering with with acttvities of daily perform activities of:
furiction, but not living daily living; bedridden,
interfering with pataplegia
activities of dally living
Also consider Headache, Vomiting, Fevef.
Ataxiz (incoordination) normal asymptomatic but mfld ‘s_yinptoms moﬁer'aie symptoms ‘bedridden or disabling
abnormal on physical’ ‘interfering with nterfering with
exam, and not fimction, but not activitfes 6f dally living
intes fering with intarfefing with
function activities of daily lfving
CNS cerebrovascular none - - transiert fschémic evért  permanent evert (¢.g,
ischemia : or attack (TIA) cerebral vascular
accident)

TR

CNS hemorrhage/bleeding Is graded tn the HEMORRHAGE categary.

Cancer Therapy Evaluation Program
Common Toxlcity Criterla, Version 2.0
DCTD, NCI, NIE, DEES March 1998
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" Grade
Adverse Eveil 0 1 2 3 4
Confusion pormil confasian or confiasion or confudion or délirim harmulto others o
disorientation or disorieritation o interfering with selfirequiring
attertfon deficitofbrief  attention deficlt activities of daily living  hospitatization
duration; resolves Interfering with
sportaneously withno  finction, but nt
sefiélae initer fering with
activities of datly fiving
Cranial neuropathy is graded in the NEUROLOGY category as'Ne{:r‘op:émyaaﬁw.
Delusions normal - - pres’ért toxdc psychosis
Depressed level of porial somnolence & ‘sedatlon so_iﬁ_r(olenc’e o sedtion  obimiation or stupor;  -comia
consciousness not interfering with interfering with difficult to arouse;
function fmiction, but not fterfering with
tnter fering with activities of daily livihg
activities of dally Iiving
Note: Syncops (fainting) Is graded in the NEUROLOGY category.
Dizzinesvlightheadedness ~ nons ot Inbérfering with riterfering with iefaigwih  bedridden'or disabling
fanction function, but not activities of daily living
‘interfering with
. ... [ sdivitles of dally living
Dysphasia, recaptive and/or expressive, is graded under Speech impairmert inthe NEURO LOGY-category. =~ B ] ) ] )
Extrapyramidal/ none mild involuntary moderate involurtary severe involuntary bedridden or disabling
involurtary movement/ moveémants not movements inferfering  movements ortorticollis
restleseness irterfering with with fimetion, but not interfering with
function fiter fering with activities of daily living
activities of daily living
Hallucinations notmal - - preserit toxtc psychosis
Headache is graded mthe PAIN category. - - B
Insomnia normal otcasional difficulty difffculty slesping frequent difficulty -
slegping not interfaring  interfering with sléeping, interfering:
with function function, but not with actfvities of dally
interfering with living
activities of daily living
Note; This adverse evert is graded when ingomnia is related to tréatment. If pain or other symptoms interfere with sleep do NOT grade as Irisornnia,
Leukoencephalopathy oné mild increass in SAS moderite néréasé in sgVere incréase In SAS;  severe increase in SAS;
associated radiological (subarachnoid space) SAS; and/of'moderate  severe severe:
findings and/ormild veritriculom egaly; ventricilomegaly, near  venfriculomegaly;
veritriculom égaly; adfor focal T2 total whité matter T2 diffuse low atteniiation’
andfor small (+- hyperintensities hyperintensities or with calcification (CT);
multiple) focal T2 &xtending into centrum diffuse low aftenuation diffuse white matter
hyperintenstties ovale; or invol¥ing 113 (CT); focal white atter  necrodis (MRI)
involving 10.2/3 of susceptible necrogs (cystic)
periventricular white areas of ‘cerebrum
matteror<1/3 of
susceptible areasof
ceebrum
Memory loss normal . memory lossnot: ‘memérylossiritérfaring  memary.loss Interféring  aaneda
irterfering with with finction, but et with.acktvities of daily
funcion ltving -
Cincar Therapy Evaluation Program 19 Revised March 23,1998

Common Toxicity Criteria, Varsion 2.0
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Grade
Adverse Event [] 1 2 3 4
Moqd alteration-anxiety, normal mild mood alteration moderate. mood severe mood alteration  sulcidal ideation or
agitation’ not interfering with alteration interfering: lmerferln with danger to self
finction with fAimetion; bixt not actlvities of daily ang
thterfaring with
. . o wiiteofddlylfing - e
Mood alferation-depression  normal” infld mood alteration moderate mood sevére mood alteration  suicidal ideation or
not interfering with aiteration inter fering: interfering with’ danger to-gelf
funétion with fimetion, bitt not detivities of daily living
interfering with
“activities of datly living
Mood alteration-euphoria normal mildmood alteration moderate mood severémoodalteration”  danger to self
notintefering with altération intéfering. interfering with
funition with fnction, but not activities of dally living
- fiitei fering with
adtivities of daily lving
Netropattiic pain 1s graded in the PAIN categary.
‘Neuropathy-cranial dbsent - présent, oot interfering preseit, interfering with  life-threatening,
with activities of daily activities of daily living  disabling
living
‘Neuropathy-motor normal subjacti've weaknessbit  mild ob}e ctive quﬁ&i?le Wwealness paralysis
no objective findings weakness interforing interfaring with
“with finction, but riot activities of dally living
‘interfering with
sativities of daily living
Neuropathy-sensory normal Joss of deep tendon o’bjecﬁve sensery loss sensory loss o permanent sensory loss
reﬂexes of paresthesia ¢r paresthesta paresthesia interfering that interfares with
(including tinglingybut  (inchiding tingling), with activities of daily function
not interfering with interfering with living
function ’ function, but not
nterfering with
-activities of defly living
Nydigmus ‘absent présent - h - -
Also consider Viston-double visfon | e e i it i o L
Personality/behavioral normal b.lt not disnptive to patlent & disuptive'to patienitand harmfl to others or
dlsrupttve to patient or. family family; requiring mental  aelf; requiring
family health intervention hospitalization
Pyramidal tract dysfunction ~ normal as_ymptomaﬂ’c with -symptomatic or interfering with bedridden or disabling;
(e.g, Ttone, hyperrefiexid, abnormality'on physical . itterfering with activities of dally living  pafatysis”
_posttive Babinsi, 4 fine exdmination -Ametion but not
motor coordination) tnterfering with
 activitdes ofdnily ltving o
Setzre(s) none - séizwre(s) sélf-limtted uizure(s) Inwihich seizres of anytype
ad consclongness i consciousness is altered  which are prolonged,
'p-uorved repetiﬂve, or difficult to’
control (¢:g., status
epllepticu.g intra¢table
.Spesch lmpa[rmmt o rormal - “awardess ofreceplive  Mecsptive ér axpressive
(e.g, -dysphasia-or aphasla) -or expressive dysphasiz,  dysphasia impairing
not impairing abilityto  ability to communicate
communicats

Syncope (fainting) absent

Alsoconilder CARDIOVASCULAR (ARREYTHMIA), Vasovagal episods, CNS cersbrovasaular lschemia

presart

Cancer Therapy Bvalivition Piogram
Common Toxleity Criterfa, Vearsion 2.0
DCTD, NCY, NIE, DEHS March 1998
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Grade
Adverse Event L} 1 2 3 4
Tremor none mid and Bfi_qf or moderate tremor severe tremor -
intermitient butriot nterfering with interfering with
interfering with ‘fimetion; but not activitiés of daily living
function inferfering with
o . y | ividesofdallyliving _ .
Vartigo none not interfering With intér fering with interfering with bedridden or disabling
fanction finction, but not attivities of daily living
“inter fering with
activities of dally living
Neurslogy - Other none mild moderdte severe life-threatening or
(Specity, ) e _ disabling
OCULAR/VISUAL
Cataract none esymptom atie symptomatic, partial sympiomatic, visual -
' - visual loss lossrequiring tréatment
or intérfering with
function
Conjunctivitls none abnormal symptomatic and symptomatic and -
ophthalm ologic initer fering with Interfering with.
changegbut furiction, but riot activities of daily lving
asymptomatic or inter fering with
symptomatic without adtivities of datly living
visual impaimm ent (1.e,,
palfi snd irritation)
Dry eye normal milg nd requiring modérdte or requiting - - -
treatment atificialtears
-Glaucoma none increase in intraocular iherease in intraocular viddl impairment unilateral or bilateral
pressure but no‘yisual pregsure with retinal loss of vision
foss ariges . Glindnesy
-Keratitis ) Tone abnormal . symptomaticand symptomatic and unhilateral or bilateral
{comeal inflammatior/ ophthalmologic changes  inter fering with interfering with logs of vidon
corneal ulceration) but asymptomatic or fanction, but not activities of daily living  :(blindness)
symptomatic without* interfering with
visnal impairment (i.e., activities of daily living
pain and irritation)
Tearing (Watery éyes) none mild: ridt Interféring modérate: interfering interfring with -
with fnction with ftmetion, but nict activities of daily living
ihterfering with
activities of dally livirig
Vision-blurred vision normial - symptomatic and symptomatic and -
interfering with interfering with
fuheion, but not activities of dally living
interfering with
activities of daily living
Vision-double vision flormal - symptomatic’ and symptom atic and -
(diplopid) interfering with friterfering with
finetion, but not activities of daily living
inter fering with
activities of daily living
Vision-flashing normél’ mild, ndt interfaring symptomatic and symptomatic and .
light«/floaters with fanction interfering with mterfaring with
function; but niot activities of daily living
Interfaring with
activities of dally living
Cancer Therapy Evaluation Program 21 Revised March 23,1998
Common Toxicity Criterla, Version 2.0
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Grade
Adverse Evenkt 0 1 2 3 4
Vislon-night blindriess normal abnormal elecro- ‘symptomatic and symptomatlc and -
(Ayetalopia) retihography but interfering with interfering with
agymptomatic fiinctior, but not activities of dally Yving
triterfering with
. . v @tivilesofdallyltving
Vision-photophobia normal - symptomatic-afid symptomatic and :
interfering with interfering with
metiory bit riot dctivities of daily living
interfering with ’
activities of dally living
Ocular/Visnal - Other normial mitd moderate sevare wriflateral or bilateral
(Specify, ) ’ Joss of vision
(blindnesy)
PAIN
Abdomina! peini or camping  nonie’ miid painnot interfering  moderate pain: pain or sévéte pain: patn’or disabling
with fimetion analgesics interfering analgesics seversly
with fanctior biitnt  interfering with
fnter fering with dctivities of dally living
activities of daily living
Asthralgla none. mild pain not'interferiig  moderaté pairipain of svere, paln: pain or disabling
(joirit pain) with function analgesies interfering analgesics severély
with fimetion, but not interfering with
interfering with activities of dally lUiving
activities of daily living
Arthritis (joint pain with clinical signs of inflammation) ls graded in the MUSCULOSKELETAL category.
Bone pain none mildpatnnot intirfering - moderéte pain: pain o severe pain: paln or disabling
with imction anzlgesics interfering analgeslcs seversly
with irclony bt et iterfamgwih
ntertering with activitiss of dally Yiving
agtivities of daily living
Chest pain none mild pain not int«rfering moderate pain: pain or severe pa,!n pain or disabling
{non-cardiac and non- with function analgesics interfering analgesics seversly
pleuritic) ‘with fiinction, but not interfering with
interfering with_ activities of dally living
sctivities of daily living ’
Dysmenorrhea none mild painnot !nterfeﬁng modérate pain: pain o severe pain: pain or disabling
with fnction analgesics irtetfering analgesics severely
with fihetion, but et inteifering with
iriter fering with activities of daily living
. . e . _adliviesof dallyliving L
Dyspareunia nons mild pain not interfering  moderate pain severe pain preventing -
with function interforing with sesmal  sexual activity
activity
Dysaria is graded fnthe RENAL/GENITOURINARY category. -
Earachis (otalgia) wons mild pain not interferiiy ‘moderdie pain: paln & severe pan: pafor’ disabling
with function amalgesics irterfering andlgesics severely
with furiction, but not tterfering with'
Inter fering with . activities of daily living
adivities of daily living
Headache one mild pain riot fikerfering - moderdts pativ painor  severe pain: pain or: disabling
with function ‘amalgesics interfering analgesics severely ’
with fimietion, bist it interfafing with
inter fering with activities.of daily living
aivities of daly living
Cuncar Therapy Evaluation Program 22 Revised March 23, 1998
‘Common Toxlcity Criteria, Version 2.0
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Py
Adverse Event (] 1 2 3 4
Hepatic pain ‘none mild painnot intefering  moderatepain painor  severe pein: pain or disabling
with fnction wilgesics irterfering  analgesics severely
with function, but not iterfaring with
inter fering with activities of daily living
. . _ - _oactividesofdallyltving
Mydlgia mone mildpain not interfering  moderate pain: pain o severe pain: pain or disabling
(musclée pair) with fmction analgesics irtérfaring andlgesics severely
with. funetion, but hot interfering with
interfering with activities of dally living
‘activities of daily:lfving
Neuropathic pain- rione mild path notintéffering  fnodeérate pain: pain'or sgveré pan: painor disabling
{e.&, jaw pain, risurologic with function anlgesics interfaring analgesics severely
pain, phantom 1tmb péin, with function, but not interfering with
post-inféctious neuralgia, or interfering with activities of daily living
painful neurcpathles adtivities of dally ltving

Pelvic paln none mild pain not interfering : sevére paini: palit or disabling
with fnction amalgesics interfering analgesics severely
with fimction, butnot  interfering with
nterfering with ~ activities of dafly living
aitivities of daily livirig
Plawitic pain none mild patri not interfefirig  moderate pair: pain'or  Sevére pan: painor disabling
with fimction analgesics interfering enalgesics severely
with ftnction, but not interfering with
inter fering with- activities of dally iving
activities of dally living
Rectal or perirectal pain none fnild pairinot Interfering -moderate pain: palhor  sevare pain:pain.or disabling
-(proctalgls) with fnction amlgesics irterfering arialgesics severely
with fimetion, but not interfering with
interfering with activities of daily living
adtivities of dally living
Tumor pain none mild pain not interfering  moderate pam paln o severe pain: pain or disabling
(oniset or exacebatiori of with Rriction amlgesics interfering analgesics severely
tum or pain due to treatmerit) with function, but rict interfering with
interfering with attivities of daily living
actlvites of dally iving
Tumor flare is graded in the SY'NDRO‘ME category:
.Pain -Other none mild ‘modérite severs disabling
(Speelty, ) e
PULMONARY
Adult ResplratoryDisress  sbsent - - - presert
Syndrome (ARDS) . v .
Apnes . . Tone - " presert ‘reqairing infubation
Cance Therapy Evaluation Progrant 23 Revised March 23, 1998
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Grade
Adverse Event [} 1 2 3 4
Carbon monoxide diffusion  290%of 275 -<90% of 250 - <75% of 225 -<50% 6F <25%of prefreatment
capacty (DLeoy protredtment or pretreatriernt ornormal  prefreatmert ofriorinal  pretreatihent o riomial  ornormal value
normal value value valite value
Cotigh ghsent inild relieved by non- requiring narcctic -
prescription medication ‘artinssive
poorly. ¢ontrol]
urirespongive to
treatment
Dysnea normal - (ﬁ/@pma on exertion éysppea atnormalilevel  dyspnea atres or )
(shortness of breath) : of activity requiring ventilator
. , - , — sipport _
FEV; 290%0f 275 - <90% of 250 -<75% of 225 -<50% of <25%of pretreatment
pretreatment or pretreatmert ornormal  ‘pretreatment ornormal  pretreatment or normal  of normal value
normdl value value “valug value'
Hiccoughs (hiccups, none mild not requiring moderate, requiring severe, pljolqngq d and -
stgultus) . treatment peament Tefaclofytoeatment )
Hypoxia normal - decreased O saturation’  decreased O, satwration  ‘decreased O, saturation,
with exercise af regt; requiring Téquiring pressre
supplemental oxygen support (CPAP) or
assisted ventilation
Pleural sffusion norie agymptomatic-and not -gymptomatic, requiring symptqmatic,reaning hfe-lhraaten!m (e.g,
(non-malignart) requiririg treatment diuretics 0, ¢« therapeutic requiring intubation)
tharacentesis
‘Pleuritic pain is graded in the PAIN category.
Pneumonttispulmonary mone radlographic changes ‘radidgraphic changes radiographic changes radiographic changes
infiltrates but asymptomatic or andrequiring steroids or  and requiring oxygen and requiring assisted
symptoms not requiring  diuretics ventilation
Pneamothorax none no'intérvertionréquired  cheg tibe requirad sclerosis or surgery life-threatening
roquired
Pulmorary embolism I8 graded as Thronibosis/embolian in'thé CARDIOVASCULAR {GENERAL) category.
Pulmorary fibrosis none radiographie changes requiring steroids or requiring oxygen requiring assisted
but asymptomatic or diuretics ventilation
symptoms not requiring
steroids

Note: Radiationrelated pulmonary fibrosis is graded fn the RTOG/EORTC Late Radiation Morbidity Scoring Scheme-Lung. (See Appendix IV)

Voice changes/stridor/larynx  normal-

{e.g., hoarseness, loss of

wolcs, laryngitis)

mild o intermittent
hoarseness

“Notes: Cough from radiation is graded as cough in the PULMONARY category,

parsisertt hoarseness,
‘biat ‘able to vocalize;
‘may havemild to

modérate edema.

whispered speech, not
sble to vocallzs, may
have marked edema

marked dyspnea/stridor
requiring tracheostomy
or {rtubation

Radiation-related hamoptysis from laryrx/pharynx s graded as Grade 4 Mucositis dueto radiation in the GASTROINTESTINAL category. Radidtion-
rslated hemoptysis from the thoracic cavity is graded as Grade 4 Hemoptysis'in the HEMORRHAGE category.

Puhomry - Other none mild moderaie severe ure-ﬁveatm or
Specity, ) disabling
Céncer Therapy Evalnation Program Revised March 23, 1998
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Grade
Adverse Event 0 1 2 3 4
RENAL/GENITOURINARY
Bladder pasms absent mild symproms, not: s}uxip'témsreqiirihg severe symptoms -
. _ . _requiring interventlon _ antispasmodic  Tequiring naroatl; e
Creatiriine WNL >ULN -15x ULN >15-30x ULN >3,0:-6.0Xx ULN >6.0x ULN
Note: Adsust to age-appropiiate levels for pediatric pasients.
Dysuria . none mild symp yymptoms relieved with  symptoms not relieved -
{painfil urination) requiring no therapy déspite therapy
ntervention .
Fistula or GU fistula one - - requiring intervention requiring surgery
(8, vaginal, vesicovaginal)
Hemoglobinuria - present - - -
Hematria (in the absence of vaginal bleeding) is graded in the HEMORRHAGE categary.
Incontinénce mone with coughing, sportansotis, sotie no ¢ontrol {in the -
sSneezing, ‘etc. control shsence of figuld)
Opeative tnjury to bladder none’ - injury of bladder with ups!s,nsnla, oF s¢ptic obstruction of
and/or urster pimary repair obstruction requiring both kidneys or.
secondary swgery;loss  vesicovaginal fistula
of one kidney; Infury Teqiiring diversion’
requiring anastomosis
orre-implartation
Proteimria riormal ot <0,15 i+0r0.15-1.0g24 2+to3+or1.0-35 4+or>35gdtioms  nephretic syndrome
¢/24 hours hours @24 hours
‘Note: Ifthere fs an ir between absolute value and dip stick reading, use the absohrte value for.grading,
.Remal falhure nore . P reqiiring dialysls, Ybut requiring dialysis and
. e i e e  reversible  frevershble
Ureteral obstruction none unilatéral, notrequiring~ - bilatstal, not requiring stent, risphrostomy
surgery sargéry tube, or surgery
Urinary eleirolyte wasting none asymptomatic, not mild, reversibleand reversible butrequiring  frreversiole, requiring
(6.5, Fancon{'s syndroms, requiring treatment manageable with oral IV replacemert contirmed replacement
renal tibular acldosis) replacement .
Also conslder Acidosis, Bicarbonate, Hyp s, Bypophogphatemfa
Urinary fequencyfurgency.  normal increase o Fequency or  increase>2 X normal hourly o more with -
nocturfauptoZ x but <hourly urgency, or.requiring
normal cathgter
Urinaryratertion ormal ‘hesitaricy o dribbling,  hesitancy requiring requiring frequent ‘ladider riipturé’
but no significart medicationor infout catheterizition
residialurine; rétention:  occasional infout (24 x per week) ar
ocaring during the catheterization (<4 x per  urological fritervention
immediate wedk), o operative (e.g., TURP, suprapubic
postoperative period bladder atony requiring  tibe, urettrotomy)
Indwelling'catheter ' )
beyond immediate
postoperative period bt
for <6 weeks
Cuncer Therapy Evaluation Fiogram Revised March 23, 1998
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Adverse Event R ] 1 2 3 4
Utine color change normal’ agymptomatic, change = - -
(ot related to othér dietary iniirine color
or physiologic caise e.g,,
bilirubin, concentrated urine,
-hematixriz) ) )
Vaginal bleeding is graded in the EEMORRHAGE category. L L o S
Vaginitis none mild not requiring moderate, relleved with  severe, not rélieved ulcération requiring
(not dize to infectior) treatment treatment with treatmient, .or suargery
ulceration hot reditiing
sargery
Renal/Genitourinary - Other  mone mild moderate severe life-threatening or
(Specity, 3 ) e disabling
‘SECONDARY MALIGNANCY
-Secondary Malignancy - none - - - present
Other '
(Specifytyps _____)
excludes metastasis fom
initial primary . B . .
SEXUAL/REPRODUCTIVE FUNCTION
Dyspareunta is graded tn the PAIN category. ' ‘ '
Dysmenorrhea is graded in'the PAIN category.
Erectile impotence normal mild (erections ‘moderaté (erections ‘T erections -
impeired but “mpaired, unsatisfactory
) L satlsfactory) fof intercdiirse) )
Female sterility _normal - - serile -
Feminization of male is graded in the ENDOCRINE categary. ) )
Irreguiar menses normal occasionally irreguldr or  very hregnilar, but persigtent amenorrhies -
(change from baseline) lengtheried Interval, but'  continuing menstrual
contiuing menstraal -cycles
cycles
Libido normél decrease In'interest severe loss of intarest - -
Male infertility - - -oligospermia azoospermia -
(low sperm count) (o sperm)
Mascalinization of female is graded in‘the ENDOCRINE category.
Vagiral dryness normal mild requiring treatment - -
and/or interfering with
sakual function,
"gyspnrem
Sexual/Reproductive none mild moderate severs di.sabl]ng
Function'<Other
(Spectty, ) . o .
SYNDROMES (ot included in previous catégories)
Acute vascular leak syndromes graded inthé CARDIOVASCUL AR (GENERAL) category.
ARDS {Adult Respiratory Disress Syndrome) is graded n the PULMONARY" categery.
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Grade
Adverse Event L] 1 2 3 4

Anommune reactions are graded in'thie ALLERGY/IMMUNOLGGY category,

DIC (disseminated intravasealar coag;latiyn) is graded in.the (‘X)A@_UI;A‘T‘ION category:

Fanconi"s syndrome is graded as Utinary elactrolyte wasing in the RENAL/GENITOURINARY category.

Reral tibalr acidosis is graded as Urirary elecirolyte wasting in the RENAL/GENITOURINARY category.

Stevens-Johrison syndrome (étythana multifortie) is graded in the DERMATOLOGY/SKIN. catégory.

SIADH (syndrome of inappropriate artidiuf etic fiormond) 18 graded in the ENDOCRINE catégory.

Thrombotfc mia'omglopmxy(e g, thrombotic t}romboc}toperﬂc pm'pmu/'ITP or hcmolytic uremic Syndrome/HUS) s graded in the COAGULATION category.

Tumor flare none mild pain not interfering  moderate pain; pain o severe pain; pain of Disabling
with function analgesics inferfering analgesics interfering
with fnction, but not with function and
inter fering with ttertering With

activifies of daily living  activities of daily living
Also consider Hypercalcemia.

Note: Tumor flare is charactarized by & constélldtion of symptoms and signs in direct relation to Iniftiation of therapy (e.g,, anti-estfogensfandrogens or additional
harmones). The symptoma/sighs inéiudé timor pain, inflammiation of visible tamot, hyperéalcemia, diffiise bone pain, and other eléétrolyte disturbances.

‘Tumor lysis syndrome abserit - - presernt B
Also consider Hyperkalemia, Creatinine.

Urinary electrolte wasting (e.g., Fariconf’s syndromé, renal tubular uldosls) is g‘ndad n me RENALIGENITOURINARY category

Syndromes - Other none mild modérate severs lifé-threatening or
(Spectty, ) disabling
Cancer Therapy Evaluation Program ‘27 Revised March 23, 1998
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‘Appendix.1
Adyerse Event Module

To be implemented at the request of the study sponsor.or principal investigator in the protocol or by protocol
amendment when more detailed information is considered pettinent.

Adverse Event: Date of Treatment: Course Numiber:

Dete of onset: . , . Cedms
Date of first change in grade: Gtade:

Date ofnextchmgeingrade: 0 Coader
Date of next change in g\'adé: Grade:

Date ofha(tc_hg'léé in grade: ‘ ‘ ) ‘ . v_ o » ‘ . Grade

Date 'of riext chanige in grade: Grade:

Dite of next change in grade: o _ e [(rade:

Did adverse everit resolve? Yes No

If so, date of resolutioni of adverse event:

Date of 1ast 6bservation (if prior-to
recovery): ’

Reason(s) observations stopped (if prior
to recovery):

Was patient retreated? Yes . No
If yes, was treatment delayed for

recovery? Yes, No.
Date of next treatment?

Dose reduced for next treatment? Yes No i

Additional Comments:

If module is being activated for netv adverse evént riot cuirently in CTC, please provide definiticiis for adverse event gadmg
Grade 0=
Grade 1=
Grade 2=
‘Grade 3=
Grade 4=
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Appendix I
Infectionn Module

To be implemented at the requestof the study sponsor or principal investigator in the protocol or by protocol
amendment when more detailed information is considered pettinent.

1.
2,

Use the Corrimon Toxicity Criteria definitions to grade the severity of the infection.
Specify type of infection from the following (CHOOSE ONE):
BACTERIAL FUNGAL PROTOZOAL VIRAL UNKNOWN
Specify site of infection frorm the following (CHOOSE ALL THAT APPLY):
BLOOD CULTURE POSITIVE

BONE INFECTION

CATHETER (intravenous)

CATHETER (intravenous), tuni¢l irifection

CENTRAL NERVOUS SYSTEM INFECTION

EAR INFECTION

EYE INFECTION

GASTROINTESTINAL INFECTION

ORAL INFECTION

PNEUMONIA

SKIN INFECTION

UPPER RESPIRATORY INFECTION

URINARY TRACT INFECTION

VAGINAL INFECTION

INFECTION, not othérwisé specified (Specify site, )

Specify organism, if kivowi: a

Prophylactic antibiotic, antifingal, or afitiviral therapy administration

Yes No
If prophylaxis was given prior to infection, please specify below:
Antibiotic prophylaxis
Antifungal prophylaxis
Anfiviral prophylaxis
Other prophylaxis

‘Cancer Therapy. Bvaluation Program 29 Revised March 23, 1998
‘Common Toxlcity Criteria, Version 2.0
DCTD, NCI, NIE, DHES Mar¢h 1998




Protocol ID00-089
Revised April 7, 2003
Page 30 of 35

‘ CTC Version 2.0
Publish Date: April 30, 1999

Appendix I
Performance Status Scales/Scotes

'PERFORMANCE STATUS CRITERIA
Karnofsky and Lansky parformance scores greinended to be multies of10.
ECOG (Zubrod) : Kamofsky Lansky*

Score Descfiption Scone Dascription Score Description

80 | Normal activity with effoit; 80" |'Adtive, but tires more quickly:

3 Restricted inphysically some signs of symploms of-
| 1PN .
1 [ Sreieion and et
‘ mbulato ghleto ca . s -
| gut work :,yf ::ight ; R’ 70 | Cares for'sélf, unable io cary’ 70 | Bolh gieater restriction of and lesstime
| sedentary nature, e.g., light on normal activity or do active spent in play activity. ]
| rousewor, office work. work.

| R B e R, Réqires cccasiond - w80 | Up and around'butmanlmalachveplay":
| : s Pl : istance bu’t,h;s abletocere

40 Dlseb!ed requires special care 40 | Mostlyin bed; pahczpales in quel

; | _ and assistance. activities.
; Capable of only limited
3 selfcare, corffined to.bed or . .
chair more than 50% of . 30 | Severely disabled, 30 | In-bed’ heeds assistance even fof quiet
waking hours. ’ hospitalizetion indicated. play.

Death not imminert.

i oonﬁned _bedor chal

*The conversior of thé Lansky to ECOG scalés is intended for NCI reporling purposes only.
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Use for adverse event occurring greater than 90 days after radiation therapy.

Appendix. IV
RTOG/EORTC Late Radiatiofi Morbidity Scoring Scheme

CTC Version 2.9

Publish Date: April 30, 1999

DCTD, NCI, NIH, DEES March 1998

Grade
Adverse Event 4 1 2 3 4
Bladder- No ¢hange from Slight epithelial Moderate frequency/ Sévere trequency and” Nécrosis/contracted
Late RT Morbidity Scoring  -baseline atrophy/minor gendralized dysurig/severe bladder {capadity <100
telarglectasia ‘telangiectasia’ generalized mLYsevere
(microscopic hematuria)  itermittent telanglectasia (often hemorrhagic cystitis
mastoscopic hemaniria  with petechiae);
frequent hematuria;
reduction fribladder
capactty (<150 mL)
Bons- No change fom Asymptomatic; no Moderate pain or Sevsre pain o Necrosiy/
Late RT Morbldity Scofing ~ baseline growth retardation; tenderness; growth tenderness; complete Spontaneous frachxré
réduced bone density retardation; fregular arrest ofbone growth; )
bone sclerosis denss bone sclerosis’
Brain- No change from- Mild headactie; dight Moderate headache; Severé heatachies; Sétzures or paralysis;
Late RT Morbidity Scoring baseline lethargy great lethargy severe CNS dysfunction  'coma
(partial Joss of power or
dyskinesia)
Esophagus- No change from Mild fibrosis; slight Unable to take solid Severe fibrosis; gbleto Necrosis/
Late RT Morbidity Scoring ~ baseline difficilty in swallowing ~ food narmally; swallow only liquids; per foration; fistula
solids; rio pain on swallowing semi-solid  miay have pain on
swallowing food; dilation may be swallowing; dilation
‘Indicated ’ reqiired
Eye- -No'charige from Asymptomatic cataract;  Symptomatic catdract; Severekeratitis; severe  Pariophthalmitis;
Late RT Morbidity Scoring ~ “baseling minor corneal moderate corneal retinopathy or blindness
ulceration or keratitis tlceration; minor detachment; severe
retinopathy or glaucoma  glaucora
Heart- ‘No change from Asymptomatic or mild Moderate angina on Severe angina; ‘Tamponade/severe heart
Late RT Morbidity Scoring  baseline” symptoms; transfent T effoit; mild périéarditiy  pericardial effsfon; Tailure/severs
wave Inversioniand ST notinal heart 8ize; congirictive pericarditiy  constrictive pericarditis
changes; sinus persistert abnormal T moderate heart failure;
tachycirdia>110 (& wave and ST changes; cardiac enlargeniert;
rest) low QRS EKG abnormalities
Joint- No chaiige from Mild joint stifffiess; Moderate stifftiegs; Severe joint stiffness; Necrosis/conipléte
Late’RT Motbidity Scoring ~ baseline slight limitation of intermittent or moderate  pain with severe fixiation
movement Joint pain; moderate limiitation 6f movem ent
lim fration of m ovement
Kidney- "No change from Transent album inuria; Persigterit moderate Sévere albumimaris; ‘Malignant hypertension;
"Late RT Morbidity Scoring baseline no hypertension; mild abiminria 2-+); mild  severe hypertension; urdmic comafurea
impalrment-of renal ‘hypertension;norelated  persisterit anemiia'(<10 >100%
fmctior; wrea25 -35 snemie; moderate £%); severe renal
mg%; aeatining 1.5~ imipairment of renal failure; uréa>60 mg%;
2.0 g%,; creatinine fimetion; urea >36 - 60 creatinine >4 mig%;
clearance>7 5% mg%; creatinine creatinine cleararice
clearance >50 - 74% <50% .
Larynx- No change from Hoarseness; slight Moderate arytenotd: Severe edema; severe Necrosls
Late RT Morbidity Scoring  ‘baseline arytenoid edemd édema; chondrifis chondritis
Cancer Therapy Bvaluation Program Revised March 23, 1998
Common Toxicity Criterla, Version 2.0
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Grade
Adverse Event [} 1 2 3 4
Liver- No charige from Mild lissitude; naused;  Modérate symptoms; Disdbling hepatic ‘Necrosis/hepatic coma:
Late RT Morbidity Scoring baseline dyspepsia; stightly somé abnormal liver ingafficlency; liver ot gncephalopathy
abnormal liver function.  mction tests; serum function tests grossly
albumin riormhal abriorinal; 10w albiumin;
edema or 23citas
‘Lurg- No change from Asymptomatic or mild Moderaté'symptomatic  Sevére symptomatic Sevérerespiratory
Late RT Morbidity Scoring baseline symptoms {dry cough);  fibrogis orpneumonttis  fibrosis or pneum onitls; ‘inaafficiencyf
slight radiograptile - (severe cough); low dense radiographic continuoys O /assisted
appearances :grade fever; patchy changss yentilation
radiographic
appearances
Mucous membrane- Nochangs from  Slight atrophy and Modeai¢ sirophyard  Makedatophywith  Uloeration
Late RT Morbidity Scoring baseline dryness telangfectasia; little complete dryness;
. . ... ___ severe telangloctasia _
Saljvary glards- . No change from Slight drymess:of” Moderate drynessof Complete dryness of "Fibrosis
Late RT Motbidity Scoring bassline mouth; good responss mouth; pocr response mouth; no response on
on simulation on'gtimulation - stimulation
Skin- No charige from Slight atrophy; Patchy atrophy; Makedatrophy; gross  Ulceration
‘Late RT Morbidity Scoring ~ baseling pigmentation changs;’ moderate tolangiectasia;  telanglectasia ’
soms halr Joss total hair loss
SmalVLarge iritesting- "No change from Mild diarrhea; mild Moderate dlarhes and  Obstruction or blesdiriy, Necrosis/perforationi
Late RT Morbidity Scoring baseline cramping; bowel colic; bowel movement:  requiring surgery fistula
movement 5 x daily, >5 % dally; excessive
slight rectal discharge rectalmucis of
or-bleeding intermittent bléeding
Spinal cord- . “No ‘¢hange’ from Mild Lhermitte’s Severe Lhermiitte's Objectiveneurological ~ Mono-, para-;
Late RT Morbidity Scoring ~ "baseline’ syndrome syndrome findings at or below quadriplegia
cord leVel traatm ait
Subcutaneous tissue- No change from Slight induration Moderate fibrosis but Severeindurationand  Necrosis
Late RT Morbidity Scoring ~ baselirie (fibrosts) andloss of asymptomatic; slight los of sabeutaneous
subcutanieous fat field contracture; <10%  tissiie; field contracture
linear reduction’ >10%linear
. . . o e measrement e
Radiation - Other None Mild ‘Moderate Severs’ ‘Life-trédtening or
(Specify, ) disabling
Cuncer Therspy Evaluation Program Revised March 23, 1998
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Appendix. V

BMT-Specific Adverse Events

CTC Version 2.0

Publish Date: Aprii30, 1999

Summmary of BMT-Specific Adverse Events that miay be used if specified by the protocol. These-differ
fromthe standard CTC and may be more relevant to the u'ansplant setting. They are listed here for the
converiience of investigators writing transplant protocols. They are also included in the CTC document,

Grade
Adverse Event 0 1 2 3 4
Bilirubin associated with rormal 22 -<3mg/100 mL 23 -<61ig/100 mL 26 -<15mg/100 mL 215mg/100 mL
graft versus host disease for
BMT snidies.
Diarthea associated with none >500 - S1000mL of >1000 -€1500mL of >1500nL of severe abdominal pain
-graft versus host disease diarrhea/day diarrhea’day diarthed/day with of without fleus
(GVED) for BMT studles.
Diarrhea for pediatric BMT >5 - <10 nlAgof >10 - SI5 mlg of >I5mLAg of -
Hepatic arlargement absent - presert: -
Leukocstes (total WBC) for ~ WNL 22.0-<3.0X 10°/L: 21.0:<2.0% 10°/L. 205-<1LOX 10°/L <05 10/,
BMT studles 22000°.<3000/mm* 1000 -<2000/mm® 2500 - <1000/thm® <500/mm
Leukocytis flotal WBC) for | 275 - <I00%LLN 250 <75 LLN 225 - 50% LLN <2SHLLN
pediatric BMT shidies {using
age, race and sex normal
walues).
Lymphopeénid for peiatric mm® 275-<100%LLN 50-<7SULIN 225-<50%LLN <25%4LLN
BMT studies (ising age,
race and sex normal vabies).
Neutrophifl/granulocytes WNL 210-<15x 10°/L 20.5:<1.0x 10°/L 20.1-<0.5%10°/L <0.1%10°/L
(ANC/AGC) for BMT 21000 -<1500/nm* 2500 - <1000Amm® 2100 -<$00/mm* <100Anm*
studies.
Platelets for BMT-studies. ~ WNL 2500 -<750X 10°L  2200-<50.0k10°L  210.0-5200x10°L  <100%10°/L
250,000 -<75,000/mm® 220,000 -<50,000/mm® 210,000 - <30,000kmni® < 10,000/min®
‘Rash/dermatitis associated mne faint erythema or dry moderate o brisk conflusnt moist &in necrosis or
with high-dose desquaimation aythema or apatchy : n 2l.Sem  wleeration of ull
chemotherapy or BMT mole diameter, notconfined  thickness.dermis; may
studies, mostly conﬂned to skin to skin folds; pitting -include spontansous
folds and creases; edema bleeding not induced by
.moderate edema miner trauma or
abrasion
Razh/desquamation nonie manilat o papular ‘macular or papular symptomatic périeralized exfoliative
associated with graft versus eruption or erythema auption o erythema generalized dermatitis or ulcerative
_host dizease (GVHD) for covering <25% of body  with pruxitus or other: uy:hroderma or dermatitis-or bullous
BMT studies . surface ates without associated Symptoms symptomatic macular, formationt
associated Symiptoms covering 225 -<50% of  papular orvesicular
“body surface or eruption, with bullons
Totalizad desqiamafion  formation, or
or cther legions desquamation covering
oveing 225 -<50% of  250% of body surface’
bodyswtoenrss W
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Appendix-V (Continued)

BMT-Specifi¢ Adverse Events

CTC Version2.0

Publish Date: April 30, 1999

Summary of BMT-Specific Adverse Events that may be used if specified by the protocol. These differ
from the staridard CTC and may be more relevant to the transplanit setting. They are listed here for the
convenience of investigators writing transplant protocols. They are also included inthe CTC document.

Grade
Adverse Event (] 1 2 3 4
Stomatttis/pharyngitis norie painless ulcers, peinful erythems, péinful erythema, savereulceration
(ordl/pharyhgeal mucostis) erythema, of mild’ edemg or ulcefstutcan  edéma, or ulcers Teguiring prophylactic
for BMT studies. Soreriess' in the absence - swallow prevertingswallowing . fritubation or resulting
ol lesions or requiring hydration in documented
or parerteral {or enteral)  aspifation pnewnonia:
nutritional szpport
Transfusion: Platélets for none 1 platelet transfisiohin 2 platelet transfisiorsin 23 platelét transfusions  platelet transfusions and
BMT studies 24 hours 24 hours 24 hours other m easures required
to improve platelet
Inaremert; platelet
transfusion .
reftactoriness assoctated
with life-threatening
‘bleeding. (e.g, HLA or
crossmatched platelet
. . e e e __ fwansusiony)
‘Transtusion: pRBCS for none <2upRBCin2d hows 31 pRBC in 24 hows 24upRBCin24howrs  hemorrhage of
BMT stadies electivé of planned alective or planned " herolysisassociated
Vitth life-thi eatefiing
anemia; medical
Intervention required to
‘fmpréve hemogiobin
Drangfusion: pRBCs for none SIS5mLAg in24 hoirs >15 - BOmLkg in 24 >30mLAgin24 hours  hemorrhage or
pediatric BMT stidies. elective or planned howrs elective or ‘hemolysis associated
' planned wWith life-threatening
intervention requtred 10
improve hemoglobin
Thrombotic - evidence of RBC evidence of RBC evidence of RBC evidence of RBC
miqoangiopathy (e.g, destruction destruction with destruction with destriiction withrenal
thrombotic (schigocytosts) without  elevated creatinine (€3 ereatinine (>3 % ULN) falurerequiring”
thrombocytopenic clinicdl-consequences x'ULN) not requiring dialysis dialysis and/or
-purpra/TTP or hemolytic ’ encephalopathy
uremic syndrome/HUS) for
BMT stdiés
Weight gain associated with ~ <2% 22-<5% 25-410% 10% or asascltes 210% or fluldretention
Veno-Dcclusive Dissase resilting ih pulmonary
(VOD) for BMT studies failre
‘Cancer Therapy Bvaluation Program 34 Revised March 23, 1998
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Appendix VI

BMT Complex/Multicommporient Everits

Grade

Adverse Event 0 1 2 3 4

‘Note: The grading of ComplewMulticomponent EVrts i bone marrow trarisplant will e defined in the protocol. Thie grading seale must nse the CTC ariteria for
gradingthe specific componert-events (adverse events). :

‘Failure to-engraft ahsent mild -moderate severe life;'t}\reatenkg_ )

Als conside Hemoglobin, Neutrophilygramiiocites (ANCIAGC), Neutrophilvigranuilocstes (ANGIAGC) for BMT studies; if specified in the protocol, Platélets
Platelets for BMT studies, if specified inthe protocol : : !

Graft versas host diseass absent mild moderate ' severe life-threatening

Also considar Fatigns, Rash/desqiamation, Raéydesquamafion asseciated with grat versus host disease (GVHD) for BMT stidies, if gpecified in the protocol,
Diarthea for patierts without colostomy, Diarrhea for patients with colostomy, Diarthea ctated with graft versus hog disease (GVHD) for BMT studies, {f

specified in the protocol, Diarrhea for pediatric BMT studies, if specified in the protocdl, Binrubh-Bilimbin astociated with graft versas host-diseass (GVHD) for
‘BMT studies if specified in the protocol

Stem cell infusion hsent mild moderate severe life-threatening
complications

Also conside Allégiéréactionhypersénsitivity, Condaction dbnormality/Atriovéniricalar heart block, Nodal/undfiona! arrhythinia/dysth sthmi s, Prolonged QTc
Intarval (QTc >0.48 seconds), Simus bradycardis, Stus tachycardia, Supraventricular arrhythmias (SVT/arial fibrillation/fiuiter), Vasovagal episode, Ventricular
anhythinia (PVCs/bigemingfrigeminyhventricular tichycardia); Cardiovascular/ Artiythmia - Other (Specify, ), Hypertension, Hypotension, ‘Fever (in
the abserice of neutropeniz, Where neutroperila is defined as AGC<1.0x 10°%L), Rigor¥/chills, Swesting (diaphoresis), Rash/désquanistion, Rash/désqaamatiort

associated with gralt versus host disease (GVED) for BMT studies, if e cified in the protocol, Urticaria (hives, welts, wheals), Diarrhea for patients without
colostomy, Diarthea for patiénts with colostomy, Diarhea associated with graft verais hast diseass (GVED) for BMT studies, if specified inthe protocol, Diarthea
for pediatric BMT studies, if specified in the protocol, Nausea, Voiniting, Bemorrhage/bleeding with grade’3 or 4 tirombocytopenis, Hem orrhageblesding withaut
grade 3 or 4 thrombocytopents, Hemoptysls, Alkaline phosphatase, Bilirubin, Bilirubin associated with graft versishost disease (GVED) for BMT studies, if’
specified in the protocol, ‘GGT, SGOT (AST), SGPT (ALT), Infection (docamented clinically or microbiologically) with grade 3 or 4 neutropenia (ANC<1.0%
10°/L), Infection without neutropenia; Hypérkalemia, Hypernatrémia, Bypokalemia, Depressedlavel of- consclousness, Sefzures, Abdaminal pain, Beadache,
Creatinine, Hemoglobinuria

Venw-OcthsiveDisease’ ghsent mild moderate severe life-threaténing
(VOD)

Also conside Welght gain asociated with Veno-Occlusive Diséass (VOD) for BMT sitidieg if'gpacified irithe protoeol, Bilirubin, Bilirubin associated with graft
versas hott disease (GVED) for BMT studies, if specified in the protocol, Depressed lavel of consciousness, H'epaticpa'in_,:RenaJ failure, Hepatic enlargement
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Date: 7/3/2002

Guidelines for Filing Reports of Adverse Experiences at
M. D. Anderson Cancer Center

21 CFR 312.32

Serious Adverse Experience (SAE) —Any adverse drug experience occurring at any dose
that results in any of the following outcomes:

. Death

o A life-threatening adverse drug experience — any adverse experience that places the
patient, in the view of the initial reporter, at immediate risk of death from the adverse
experience as it occurred. It does not include an adverse experience that, had it
occurred in a more severe form, might have caused death.

. Inpatient hospitalization or prolongation of existing hospitalization

o A persistent or significant disability/incapacity — a substantial disruption of a person’s
ability to conduct normal life functions.

o A congenital anomaly/birth defect.

Important medical events that may not result in death, be life-threatening, or require
hospitalization may be considered a serious adverse drug experience when, based upon
appropriate medical judgment, they may jeopardize the patient or subject and may require
medical or surgical intervention to prevent one of the outcomes listed in this definition.
Examples of such medical events include allergic bronchospasm requiring intensive
treatment in an emergency room or at home, blood dyscrasias or convulsions that do not
result in inpatient hospitalization, or the development of drug dependency or drug abuse.

Unexpected Adverse Drug Experience - Any adverse drug experience, the specificity or
severity of which is not consistent with the current investigator brochure; or, if an investigator
brochure is not required or available, the specificity or severity of which is not consistent with
the risk information described in the general investigational plan or elsewhere in the current
application, as amended. Unexpected, as used in this definition, refers to an adverse drug
experience that has not been previously observed (e.g., included in the investigator brochure)
rather than from the perspective of such experience not being anticipated from the
pharmacological properties of the pharmaceutical product.
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MDA Policy and Procedure for reporting of adverse experiences (Includes
both commercial and investigational drugs):

. All clinical protocols should include a list of the expected and anticipated events or
hospitalizations relating to the study regimen. If an expected or anticipated event is
documented in the protocol, then it does not have to be reported as an SAE.
(Example: Expected Grade 4 mylosuppression needs only to be reported as part of the
study results)

o All events falling under the definition of serious adverse event that are not listed in the
protocol as being expected or anticipated, and occurring within 30 days following the
last treatment date, must be reported to the sponsor within the specified time frame
stated in the protocol.

. All deaths with possible, probable or definite attribution to the study drug, device, or
intervention must have a written report submitted to the Institutional Review Board
(IRB) via OPR within one working day (24 hours) of knowledge of the event.

° All serious adverse events other than that stated above must have a written report
submitted to the Institutional Review Board (IRB) via OPR within 5 working days of
knowledge of the event.

* If necessary, the sponsor is then required to notify the Food and Drug Administration
(FDA) within 7 calendar days.

. All unexpected adverse experiences that are classified as Grade 4 must be reported
by following the guidelines listed above.

. Known reactions classified as Grades 1-3 do not need to be reported. However, these
toxicities should be submitted as part of the study results.

Adverse Experience Reporting Forms:

Attached is the MDACC severe adverse event reporting form. This form should be utilized if
MDACC is the sponsor, the study is a non-sponsored study, or the sponsor does not provide
an appropriate reporting form.

If the study sponsor requires a protocol specific SAE form to be completed, then that form
may be use for IRB submission as long as the MDACC protocol number and patient medical
record number is written at the top of the front page.

External Adverse Experiences / Safety Reports

All external adverse events/safety reports received from the sponsor should be submitted to
the IRB through the Office of Protocol Research. The “External Adverse Event Report” can
be located under section 1 of the OPR Forms Manual, and should be utilized as the cover
sheet for this submission.
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-——APPENDIX-G
Surgical Dictation Card

Lymph node dissection

1.

3.

Appearance
Nonsuspicious
Suspicious

Grossly Positive-Frozen Section (+/-)

Difficulty
Standard
More Difficult
Very Difficult

Complication of lymph node dissection (yes-list/no)

Prostatectomy

1.

2,

Campbell’s technique or Retrograde (or combination)

Nervesparing (yes/no)

Apical dissection
Standard

More Difficult
Very Difficult

Dissection along rectum
Standard

More Difficult

Very Difficult

Seminal vesicle dissection
Standard

More Difficult

Very Difficult

Bladder neck sparing (yes/no)
Tumor grossly confined (yes/no)
Urethral length

Shorter than usual

Average
Long
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Post-operative

PN~

10.

11.
12.

13.

14.

Number of sutures
<4
5-6
>7

Difficulty of anastomosis

Standard

More difficuit

Very difficult

Complications (yes/no)

Estimate of inteaoperative blood loss (list)
Need for any transfusion (yes/no)

(a) Autologous (predeposited only #units)
(b) Homologous (bank # units)

Operative time (Incision to skin closed)

# PRBC units transfused during the first 24 hours
Urinary leak (yes/no)

Bladder spasms

Length of hospitalization

Follow-up

1

2.
3.
4

Superficial wound dehiscence
Fascia dehiscence

Days with drainage

Infection (yes/no)
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APPENDIX H

Onstudy Dictation for Pre-Op Thalidomide

P/S Stated
Pathology
Clinical Stage (Urologist’s)

Statement of “Meets Survival Requirements and Has No Contraindications for
Surgery”

Pertinent Interpretation of Staging
(i.e. abnormality reported on bone scan is not consistent to define metastasis)

Patient states “Will use latex condom when having sexual intercourse”

Signed Written Informed Consent: Date: Time:

“Patient meets eligibility criteria for protocol ID00-089”

“Planned start date is “
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Appendix|

Key Personnel for 1D00-089, MDA IND 56,533

Areas of Responsibilities and Telephone Contact Information

| Personnel (Name/Degrees) |

Responsibilities/Department

| Tel./Fax/Pager |

Danai Daliani, M.D. Study Chair, Principal Investigator, Tel:  (713) 792-2830
Project Leader Fax:  (713) 745-1625
Pgr:  (713) 404-2717
Department: GU Oncology e-mail: "
ddaliani@mdanderson.org
Paul Mathew, M.D. Medical Monitor Tel: : (713) 792-2830
Fax:  (713) 745-1625
Department: GU Oncology Pgr:  (713) 404-0652
e-mail:

pmathew@mdanderson.org

Pauline Dieringer, R.N.

Research Nurse. Under the supervision of the
Study Chair and in coordination with
collaborating physicians provides: Liaison
with patients; scheduling patient visits for all
phases of the clinical trial; liaison with the
Clinical Care Coordinator. Participates in
obtaining informed consents; tracking of all

clinical specimens & experimental
therapeutics; obtain clearance from insurance
companies; arrange tests to determine

eligibility and review all clinical test results;
liaison with patient’s physicians off-site;
posting of data in patient charts, summaries
and supervises posting of data in PDMS by the
data manager. Supervises the data manager. .

Department: GU Oncology

Tel: 713-792-2830

Fax: 713-745-2900

Pager: 713-404-3109
e-mail:
pdiering@mdanderson.org

Cherie A. Perez, B.S., R.N.

Research  Nurse Supervisor. Overall
coordination of Research Nurse services for
the department. Effective 1/16/00.

Department: GU Oncology

Tel: 713-792-2830

Fax: 713-745-2900

Pager: 713-404-6649
e-mail;
caperez(@mdanderson.org

Marla Johnson

Coordinator Clinical Research Programs.
Overall supervision of data collection and
management for clinical research protocols.
Review and implementation of CRFs. Review
of clinical protocols for compliance with GCPs

Department: GU Oncology

Tel: 713-792-2830
Fax: 713-745-1625
Pager:
e-mail:
mjohnson@mdanderson.org
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" Darlene Montgomery Data Manager. Liasion with the research and | Tel: 713-792-2830
clinic nurse;—Responsible for-data—collection | Fax:—713-745-2900 —— ||
and entry in to PDMS Pager:
e-mail:
Department: GU Oncology
Mary Abioye, MA PBT ASC | Technician. Phlebotomist Tel: 713-792-2830

Department: GU Oncology

Fax: 713-792-2075

Pager: 713-404-3744
e-mail:
mabiloye@mdanderson.org

Margaret A. Armstrong
Program Coordinator

Regulatory Affairs. Review of documentation
& regulatory affairs issues; liaison with
MDACC OPR/ORA; provides support to the
Study Chair’s admininistrative assistant in the
area of regulator affairs and documentation.

Department: GU Oncology

Tel: 713-792-2830

Fax: 713-745-1625

Pager: 713-404-5060
e-mail:
marmstro@mdanderson.org

‘ Linda Hicks

Administrative Assistant to Study Chair.
Preparation of documents & correspondence.

Department: GU Oncology

Tel: 713-792-2830

Fax: 713-745-0827
Pager:

e-mail:
lhicks@mdanderson.org

Victor H. Pang, B.S., R.Ph.

Investigational Pharmacist 1T

Department: Pharmacy (B01.4415). Receiving
of investigational new drugs. Entry of
experimental drug data into the data
management system.

Tel: 713-792-2848
Fax: 713-794-4990
Pager: 713-404-2909
e-mail:

Mark A Kramer, M.S., R.Ph.

Supervisor, Investigational Drugs

Department: Pharmacy (B01.4415). Receiving
of investigational new drugs. Entry of
experimental drug data into the data
management system.

Tel: 713-792-2848
Fax: 713-794-4990
Pager: 713-404-2967
e-mail:
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The-University of Texas
M.D. ANDERSON CANCER CENTER

INFORMED CONSENT/AUTHORIZATION FOR PARTICIPATION
IN RESEARCH WITH OPTIONAL PROCEDURES

PROTOCOL TITLE: “A Tolerance and Efficacy Trial of Preoperative Thalidomide Treatment
Followed by Radical Retropubic Prostatectomy (RRP) in Select
Patients with Locally Advanced Prostate Cancer”

Participant’'s Name 1.D. Number

You are being asked to take part in this clinical research study at The University of
Texas M. D. Anderson Cancer Center (hereinafter referred to as “UTMDACC” or “the
institution”). This research study is strictly voluntary. This consent form explains why
we are performing this research study and what your role will be if you choose to
participate. This form also describes the possible risks connected with being in this
study. After reviewing this information with the person responsible for your enroliment,
you should know enough to be able to make an informed decision on whether you want
to participate in the study. This study complies with all laws and regulations that apply.

You are being asked to take part in this study because you have prostate cancer.

DESCRIPTION OF RESEARCH

2. PURPOSE OF STUDY

Treatment: The goal of this clinical research study is to find out whether it is safe to
treat patients diagnosed with locally advanced prostate cancer with the drug
Thalidomide before removing the tumor (radical retropubic prostatectomy).

Researchers also want to learn if Thalidomide can shrink or slow the growth of the
prostate cancer before the surgery.

Patient’s initials:

Witness’ s initials:
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_____Optional Procedures: Patients will be asked to get a.repeat prostate tissue sampleat

the end of the treatment. The sample will be used to learn more about the effects of
Thalidomide on prostate cancer and the blood vessels that feed the tumor.

Patients will also be asked to give a bone marrow sample at the end of the treatment.
This sample will be used to learn more about the effects of Thalidomide on the bone
marrow and on the blood vessels in the bone.

3. DESCRIPTION OF RESEARCH:

Treatment: Before treatment starts, all patients will have a complete exam including
blood , urine and stool tests. About 5 tablespoons of blood will be drawn for the blood
tests. A chest x-ray will be done. A bone scan, CT scan of the abdomen and pelvis,
and bone marrow biopsy will be done to rule out the possibility of spread of the cancer.
Patients will have an EKG to check their heart function. Patients will have a transrectal
ultrasound with biopsies of the prostate tumor. A rectal exam will be performed.
Patients will fill out a questionnaire about their disease and how it affects their lives. It
will take about 15 minutes to complete the questionnaire.

The initial evaluations will require approximately 6 hours.

Patients will take Thalidomide by mouth every day. Thalidomide will be given by mouth
starting at 200 mg per day. If the patient tolerates the drug well the dose of thalidomide
will be increased every week by 200 mg per day until the maximum dose of 600 mg per
day. Itis recommended that patients take the entire dose at night, but if they prefer they
can divide the dose throughout the day. During the dose adjustment phase (the first 3
weeks of the study), patients will have a physical exam and blood tests (about 3
tablespoons each) each week.

The blood tests are done to make sure the blood counts and kidney and liver function
remain normal as the dose of the drug is increased. Some of this blood will also be
used to see if any blood vessel changes in the blood can be detected.

After the first three weekly visits, patients will be examined in the clinic and will have
repeat blood, urine, and stool tests at 6 and 12 weeks from the start of the treatment.
These tests will also be done at the end of Thalidomide treatment. Approximately 7.7
oz. of blood will be collected during your participation in the trial over a 4-month period
of time (including the optional research blood test).

The transrectal ultrasound of the prostate will be repeated at 6 weeks from the
beginning of the treatment and right before surgery to measure the size of the prostate

Patient’s initials:

Witness’ s initials:
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_____and the size of the_tumor._If you agree to have an optional prostate biopsy at 6 weeks
from the beginning of the treatment that biopsy will be obtained at the time of your
repeat transrectal ultrasound of the prostate.

A repeat CT scan of the abdomen and pelvis will also be done before surgery.

Subsequent clinic visits will require approximately 1 hour.

After surgery, patients will be watched closely to track how well or whether the cancer
has been stopped. Patients will need to return to M. D. Anderson at 1 and 3 months
after surgery. After the first 3 months, patients will need to have an urologist examine
them every 6 months for 5 years. During these visits, patients will have a physical
exam, digital rectal exam and blood tests (about 1 tablespoon of blood will be drawn to
measure the serum PSA to detect whether there is any cancer recurrence or not).

The exam after the first 3 months can be done either at M. D. Anderson Cancer Center
or by the patient’s local urologist who will forward the information. Patients will also be
given a questionnaire to answer in writing. Questions will concern the quality of their
lives after this treatment. It will take about 15 minutes to complete the questionnaire.
CT scans, bone scans, and transrectal ultrasound will be done as needed.

Treatment can be terminated if the patient withdraws consent, or if the patient does not
comply with the specific requirements of the study. Treatment can also be terminated if
the physician believes that it is not safe to continue therapy and / or if there is evidence
of progression of the cancer.

Patients’ records will be kept according to the Federal guidelines that protect patient
confidentiality.

Quality of Life questionnaires are labeled only with the patient’s initials and a number
that identifies whether they are the first, second, third, etc. patient on this trial.

Data will be maintained and handled according to FDA regulations and HIPPA. Tissue
samples collected during this trial will be used for the research outlined in this clinical
trial. Tissue samples are stored and filed under a protocol accession number to avoid
the possibility of laboratory personnel to “link” the patient to the tissue samples. Any
decoding of patient data will be performed solely for computer based analysis to
correlate the relationship of investigational results with clinical outcome.

This is an investigational study. While the FDA has approved Thalidomide, its use in
this study as a drug for the treatment of prostate cancer is investigational. Free

Patient’s initials:

Witness’ s initials:
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.___medications and_procedures include:_the administration of thalidomide pills, the cost of

the optional prostate ultrasound and biopsy, the cost of the optional bone marrow
biopsy, as well as the cost for the optional blood tests.

If you are injured because of your participation in this research study, you will be
provided medical care for research related injuries at no cost to you. Medical care will
be provided only for research related injuries. You will not receive any money for your
injury; you will only receive medical care. This does not mean that you are giving up
any legal rights that you may have. You may contact Danai Daliani, M.D. at 1515
Holcombe Boulevard, Houston, Texas 77030 at (713) 792-2830 if you have questions.
All other costs (clinic visits, standard blood tests, standard radiographic tests, surgery
costs and pathology costs) will be the responsibility of the patient/patient’s insurance.

About 40 patients will take part in the study. All will be enrolled at M. D. Anderson
Cancer Center. This protocol is partially funded by a research grant from the sponsor,
Celgene, Inc., and the Department of Defense (DOD).

Optional Procedures (Prostate Biopsy and Bone Marrow Biopsy): Patients who
agree will have a repeat prostate biopsy after 6 weeks of treatment. This will be done at
the time of the scheduled re-evaluation, of the prostate tumor by transrectal ultrasound.
Patients who agree will also have a bone marrow sample taken at the end of the
treatment. This means that a small piece of bone will be removed with a needle from the
pelvic bone, after the area has been numbed. Patients do not have to consent to these
optional procedures in order to receive treatment.

4. RISKS, SIDE EFFECTS AND DISCOMFORTS TO PARTICIPANTS

Treatment: Thalidomide may cause nausea and/or vomiting. It may cause fatigue,
sensitivity to the sun, skin changes, and/or nail changes. It may cause a decreased
appetite and/or altered senses of taste and/or smell.

Thalidomide may also prevent the patient's body from making new blood cells. This
means that while the patient takes it, there is more of a chance of getting an infection,
including pneumonia. The patient may need a blood transfusion and/or antibiotics.

Thalidomide may cause low blood pressure, slow heart rate and dizziness. Thalidomide
may cause patients to feel sleepy. Because of this, patients will be reminded not to
drive while they are taking part in the study during the 12 weeks they are taking
thalidomide.

Patient’s initials:

Witness’ s initials:
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______Thalidomide may cause_constipation, swelling, numbness, and tingling. It may also

cause damage to nerves and pain in the hands/feet. Upon discontinuation of the drug,
patients may have trouble sleeping. -

Some patients who took Thalidomide for a disease besides cancer (HIV infection) and
who had many other problems became very badly confused. This confusion remained
even after the patients stopped taking the drug. It is not known whether the
Thalidomide caused the confusion.

Some patients who took thalidomide for other types of cancer (i.e. kidney cancer) and at
double the dose than the dose used in this study did develop some difficulty
concentrating while reading or watching TV. This difficulty concentrating was reversible
(disappeared) after the patients stopped taking the drug.

Thalidomide may cause bigger appetite, lower sex drive, headache, and/or fever. The
drug may cause dry mouth, dry skin, itching, and/or rash. It may affect thyroid function.

Thalidomide may cause wounds such as cuts or bruises not to heal as fast as they
normally would. Patients treated with Thalidomide may have a higher risk for bleeding
and/or delayed wound healing during surgery or during the prostate biopsy. If a patient
has low blood counts (white cells or platelets) the risks associated with these
procedures can be higher.

The risks and side effect of prostate removal surgery will be explained in a separate
consent.

Diagnostic procedures like ECG, Chest x-ray, bone scan are not associated with risk to
the patient.

Blood draw may cause pain, redness, swelling and / or infection where the needle
enters the body.

The transrectal ultrasound of the prostate may cause some discomfort or pain to the
patient. If a prostate biopsy is obtained at the same time of the transrectal ultrasound of
the prostate, there may also be a risk for infection, bleeding from the bladder and/or
rectum, or both. In some rare circumstances patients may have to stay in the hospital
for the treatment of these complications.

Giving dye through the vein during a CT-scan evaluation can in a small number of
patients cause allergic reaction (in patients with allergy to iodine) and could worsen the

Patient’s initials:

Witness’ s initials:
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______ kidney function in.patients with abnormal kidney function. Patients are asked before the

CT-scan evaluation if they have allergies to iodine. Patients are not given intravenous
contrast if they have known allergic reaction to iodine or are given medications to
prevent the reaction. Patients are monitored during CT-scan evaluation by trained
personnel and medical treatment is provided if necessary in the case of a newly
developed allergic reaction. Patients are not given intravenous contrast if they have
abnormal kidney function.

This clinical research study may involve unpredictable risks to the participant.

4a) Participants must practice birth control during the study if they are sexually
active. There could be unknown risks to an unborn child.

The use of Thalidomide by pregnant women has been shown to cause birth
defects. There is an extremely high risk that a deformed infant will result if
pregnancy occurs while this drug is being taken in any amount even for a
short time. Women who are pregnant or who may become pregnant should
not handle Thalidomide. If women handle the pills, Thalidomide can be
absorbed through their skin and cause serious birth defects. All patients
must use adequate birth control during and for 8 weeks after participation
in this study.

Men must completely avoid sexual intercourse or use a latex condom
EVERY TIME they have sexual intercourse while they are taking Thalomid™
(Thalidomide) and for 8 weeks after they stop taking the drug, even if they
have had a successful vasectomy.

Optional Procedures (Prostate Biopsy and Bone Marrow Biopsy): Having a
prostate and/or bone marrow biopsy taken may cause pain, redness, swelling, infection,
and/or bleeding through in the stool and/or urine for a few days after the biopsy. In
addition, with some biopsies, underlying structures can be damaged. Sometimes this
structural damage may require further tests or even surgery to correct.

5. POTENTIAL BENEFITS

Treatment: Thalidomide may shrink or slow the growth of the prostate tumor. The
chance of surgery being successful may be increased. The chance of the cancer
coming back may be lowered. There may be no benefit at all for patients in the study.

Patient’s initials:

Witness’ s initials:
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______Optional_Procedures (Prostate Biopsy and Bone Marrow Biopsy): There are no

benefits for the patient taking part in the optional procedures. Future patients may
benefit from what is learned. This information will help physicians to learn more about
the use of the drug in cancer treatment.

6. ALTERNATE PROCEDURES OR TREATMENTS: Patients may choose not to take
part in this study. Patients may have their prostate removed surgically without
Thalidomide treatment before surgery. Patients may have radiotherapy with or without
hormonal treatment. Patients may choose to receive other experimental drugs, if
available. Patients may choose not to have treatment for cancer at all. In all cases,
patients will receive care for symptoms and pain.

Optional Procedures (Prostate Biopsy and Bone Marrow Biopsy): Treatment with
the study drug may be given without receiving the optional biopsies.

I understand that the following statements about this study are true:

7. According to the institutional conflict of interest policy, the principal investigator of
this study and my primary physician cannot have a financial interest in any
aspect of this research. However, in instances of medical emergency, it is
possible that | may be cared for by a physician and/or administrator who has
some form of financial interest in the sponsor of this study.

8. If | want to receive updated information regarding the financial interests of any
physician and/or administrator at UTMDACC who has cared for me, | may call
the Conflict of Interest Coordinator at (713) 792-3220. Upon request, | will be
given access to information disclosing the identity of all physicians and/or
administrators who have a financial interest in the sponsor of this study.

0. My participation is voluntary.

10. | may ask any questions | have about this study, including financial
considerations, of my treating physician. | may contact the principal investigator
for this study Dr. Danai Daliani at (713) 792-2830 or the Chairman of the
institution’s Surveillance Committee at (713) 792-2933 with any questions that
have to do with this study.

11. | may withdraw at any time without any penalty or loss of benefits. | should first
discuss leaving the study with my physician. Should | withdraw from this study, |
may still be treated at UTMDACC.

Patient’s initials:

Witness’ s initials:
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12. | understand_that the study may be changed or stopped at any time by my

doctor, the principal investigator, the study sponsor, or the Surveillance
Committee of UTMDACC.

13. | will be informed of any new information that might affect my willingness to
continue participating in the study.

14. The institution will take appropriate steps to keep my personal information
private. However, there is no guarantee of absolute privacy. The Food and Drug
Administration (“FDA”),Celgene and respresentatives of the U.S. Army Medical
Research and Materiel Command might review my record to collect data or to
see that the research is being done safely and correctly. Under certain
circumstances, the FDA could be required to reveal the names of participants.

15.  If | suffer injury as a direct result of participation in this study, the institution will
provide reasonable medical care. | understand that | will not receive
reimbursement of expenses or financial compensation from the institution, the
sponsor, or the manufacturer Celgene for this injury. | may contact the Chairman
of UTMDACC's Surveillance Committee at 713-792-2933 with questions about
study related injuries.

16. Unless otherwise stated in this consent form, all of the costs linked with this
study, which are not covered by other payers (HMO, health insurance company,
etc.), will be my responsibility.

17. | recognize that there are no plans to provide any compensation to me for any
patents or discoveries that may result from my participation in this research.

BIRTH CONTROL

| understand that | must practice birth control. Female participants should not breast-
feed while on study. If | become pregnant, or suspect that | am pregnant, | must notify
my physician immediately. Getting pregnant may result in removal from participation in
this study.

Patient’s initials:

Witness’ s initials:




Protocol ID00-089
Revised April 7, 2003
Page 9 of 12

CONSENT FOR MEN:
INIT: 1.

\
INIT: 2.
INIT: 3.
INIT: 4.
INIT: 5.
INIT: 6.

Patient’s initials:

Witness’ s initials:

| understand that | must not take THALOMID™ (Thalidomide) if |
cannot avoid unprotected sex with a woman, even if | have had a
successful vasectomy.

| understand that severe birth defects or death to an unborn baby
have occurred when women took Thalidomide during pregnancy.

| have been told by my doctor that | must NEVER have unprotected
sex with a woman (during the period | am taking thalidomide and
for 8 weeks after | stop the drug) because it is not known if the drug
is present in semen or sperm. My doctor has explained that men
must completely avoid heterosexual intercourse or men must use a
latex condom EVERY TIME they have sexual intercourse with a
female partner while they are taking THALOMID™ (Thalidomide),
and for 8 weeks after they stop taking the drug, even if they have
had a successful vasectomy.

| also know that | must inform my doctor immediately if | have
unprotected sex with a woman; or if | think FOR ANY REASON,
that my sexual partner may be pregnant. If my doctor is not
available, | can call 1-888-668-2528 for information on emergency
contraception.

| understand that THALOMID™ (Thalidomide) will be prescribed
ONLY for me. | must NOT share it with ANYONE, even women
who has symptoms similar to mine. It must be kept out of reach of
children and should never be given to women who are able to have
children.

| understand that THALOMID™ (Thalidomide) can cause side
effects including nerve damage (numbness, tingling or pain in the
hands or feet that may not be reversible) and drowsiness. (If |
become drowsy, | will not operate heavy machinery or drive a car.
Also, | will avoid alcohol and other medicines not prescribed by my
doctor). If | develop a red itchy rash | will contact my doctor
immediately. If | feel dizzy, | will sit upright for a few minutes before
standing up from a lying or sitting position. | understand all of the
other possible side effects explained to me by my doctor. | know
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that | cannot donate blood while taking THALOMID™

INIT:

(Thalidomide).

7. My doctor has answered any questions | have asked.

This information has been read aloud to me in the language of my choice. | understand
that if | do not follow all of my doctor's instructions, | will not be able to receive
THALOMID™ (Thalidomide). | now authorize my doctor to begin my treatment with

THALOMID™ (Thalidomide).

Authorization for Use and Disclosure of Protected Health Information

A

During the course of this study, the research team at UTMDACC will be
collecting information about you that they may share with the FDA and/or
Celgene. This information may include your treatment schedule and the results
of any tests, therapies, or procedures that you undergo for this study. The
purpose of collecting and sharing this information is to learn about how the
treatment affects your disease and any side effects you experience as a result of
your treatment.

Your doctor and the research team may share study information with certain
individuals. These individuals may include representatives of the FDA and/or the
above listed sponsor, clinical study monitors who verify the accuracy of the
information, individuals with medical backgrounds who determine the effect that
the treatment has on your disease, and/or individuals who put all the study
information together in report form. The UTMDACC research team may provide
this information to the FDA and/or the above listed sponsor at any time. There is
no expiration date for the use of this information as stated in this authorization.

You may withdraw your authorization to share this information at any time in
writing. More information on how to do this can be found in the UTMDACC
Notice of Privacy Practices (NPP). You may contact the Office of Protocol
Research at 713-792-2933 with questions about how to find the NPP.

If you refuse to provide your authorization to disclose this protected health
information, you will not be able to participate in the research project.

I understand that my personal health information will be protected according to
state and federal law. However, there is no guarantee that my information will
remain confidential, and may be re-disclosed at some point.

Patient’s initials:

Witness’ s initials:
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CONSENT/AUTHORIZATION FOR TREATMENT AND OPTIONAL PROCEDURES

(Mark choice with an “X”)

| agree to or not to have a prostate biopsy taken for optional studies.

Participant’s initials

| agree to or not to have a bone marrow biopsy taken for optional studies.

Participant’s initials

Having read and understood the above, and having had the chance to ask questions
about this study and reflect and consult with others, | give permission
to enroll me on this study. | have been given a copy of this consent.

SIGNATURE OF PARTICIPANT DATE

WITNESS OTHER THAN DATE
PHYSICIAN OR INVESTIGATOR

SIGNATURE OF PERSON DATE
RESPONSIBLE & RELATIONSHIP

Participants Address:

Patient’s initials:

Witness’ s initials:
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I 'have discussed this clinical research study with the participant and/or his or her
authorized representative, using a language that is understandable and appropriate. |
believe that | have fully informed this participant of the nature of this study and its
possible benefits and risks and that the participant understood this explanation.

SIGNATURE OF STUDY DOCTOR DATE
OR PERSON OBTAINING CONSENT

TRANSLATOR

| have translated the above informed consent into for this
participant. (Name of Language)

NAME OF TRANSLATOR SIGNATURE OF TRANSLATOR DATE

Patient’s initials:

Witness’ s initials:




